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Diagonal line is y—x. 

DLQ values were removed from this analysis. 
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Table 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period before Sample Collection 

(Page 1 of 7) 


Analytical Lab 

Timepoint _ Binmatker 


Statistic 


Exposed 


Not-exposed 


P-value* 


■ lOILUJOlt. 

4-AmJnobEphenyl-Hb adduct (pg/g hemoglobin) 

N 

30 

35 

0.0032 


MEAN, GEO MEAN 

8.73, 7,91 

6.04, 5.51 



SD.SE 

4.248,0.776 

2.668, 0451 



MEDIAN 

7.56 

5.50 



M!N, MAX 

2.9.6,23-25 

2 49, 13.38 



5%, 95% 

3.94,17.37 

2,90, 11.63 



# of BLQ/ALQ Values 

0/0 

0/0 


Harrogate 





Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

N 

30 

35 

0.0040 


MEAN, GEO MEAN 

0.101,0 053 

0.048, NA 



SD, SE 

0.1522,0.0278 

0.0739, 0.0125 



MEDIAN 

0.044 

0.033 



MIN, MAX 

0.005,0,677 

0.000, 0340 



5%, 95% 

0.017,0.447 

0.016,0.306 



# of BLQ/ALQ Values 

0/0 

0/0 


Hanogate 





Nicotine (nmol/mg Creatinine) 

N 

30 

35 

0.4031 


MEAN. GEO MEAN 

0.028, NA 

0.013, NA 



SD.SE 

0.0644,0.0118 

0.0174,0.0029 



MEDIAN 

0.012 

0.006 



MIN, MAX 

0.000, 0271 

0.000, 0.086 



5%, 95% 

0.000. 0.253 

0.000, 0.074 



« of BLQ/ALQ Values 

19/0 

32/0 


Harrogate 





Cottnine (nmol/mg Creatinine) 

N 

30 

35 

04254 


MEAN, GEO MEAN 

0.016, N A 

0.011, NA 



SD.SE 

0.0220, 0.0040 

0.0118,0.0020 



MEDIAN 

0.011 

0.006 



MIN, MAX 

0.000,0.114 

0.000, 0.057 



5%, 95% 

0.000, 0.057 

0.000, 0.051 



# of BLQ/ALO Values 

18/0 

31/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
" P-va!ue from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 2 of 7) 


Analytical Lab 

Timepoint Biomarker 

Statistic 

Exposed 

Not-exposed 

P-value* 

Week 1 Harrogate 





Trans-3-hydroxycoHnfite (nraol/mg Creatinine) 

N 

30 

35 

0.0073 


MEAN, GEO MEAN 

0.035, 0.019 

0.017, NA 



SD, SE 

0.0497,0.0091 

0.0320,0.0054 



MEDIAN 

0.016 

0.010 



MIN, MAX 

0.005, 0.219 

0.000.0.187 



5%, 95% 

0.005,0.166 

0.005.0.068 



# of BLQ/ALQ Values 

8/0 

14/0 


Harrogate 





Trans-3-hydro*yco(inlne«Oglucuroiiide (nmol/mg Creatinine) 

N 

28 

25 

0.0284 


MEAN, GEO MEAN 

0.009, NA 

0.002, NA 



SD. SE 

0.0145.0.0027 

0.0044. 0.0009 



MEDIAN 

0.003 

0.001 



MIN, MAX 

0.000, 0.053 

0.000,0.018 



5%, 95% 

0.000, O.OJ1 

0.000,0.012 



# Of BLQ/ALQ Values 

8/0 

14/0 


Harrogate 





Nlcotine-N-glucoronide (nmol/mg Creatinine) 

N 

29 

33 

0.015R 


MEAN, GEO MEAN 

0.003, NA 

0.001, N A 



SD, SE 

0.0047,0.0009 

0.0048,0.0008 



MEDIAN 

0.000 

0.000 



MIN, MAX 

0.000, 0.02! 

0.000, 0.023 



5%, 95% 

0.000, 0.012 

0.000, 0.015 



# of BLQ/ALQ Values 

19/0 

3220 


Harrogate 





Cotinlne-N-glucuronide (nmol/mg Creatinine) 

N 

30 

35 

0.0012 


MEAN, GEO MEAN 

0.012, NA 

0.005, NA 



SD, SE 

0.0200.0.0037 

0.0143. 0.0024 



MEDIAN 

0.004 

0.000 



MIN, MAX 

0.000,0.075 

0.000, 0.064 



5%, 95% 

0.000,0.066 

0.000, 0.055 



# of BLQ/ALQ Values 

18/0 

31/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
a P*value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-SuwkeisNot Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 3 of 7) 


Analytical Lab 

Timepoint Biomarket 

Statistic 

Exposed 

Not-exposcd 

P-value" 

Week 2 Harrogate 





Sum of Nicatineaiid Nicotine metabolites (nmol/reg Creatinine) 

N 

2S 

37 

<.000t 


MEAN, GEO MEAN 

0.212,0.086 

0.036, NA 



SD, SE 

0.5467,0.1033 

0.0345,0,0057 



MEDIAN 

0.077 

0022 



MIN, MAX 

0.016,2.938 

0.000.0.186 



5%, 95% 

0.017, 0.606 

0.011.0.105 



# of BLQ/ALQ Values 

0/0 

0/0 


Harrogate 





Nicotine (nmol/mg Creatinine) 

N 

28 

37 

0.0064 


MEAN, GEO MEAN 

0 079, NA 

0.009, NA 



SD, SE 

0.3342, 0.0632 

0.0063, 0.0010 



MEDIAN 

0.012 

0.006 



MIN, MAX 

0.000,1.782 

0.000, 0.025 



5%, 95% 

0.006,0.086 

0.000, 0.025 



# of BLQ/ALQ Values 

18/0 

36/0 


Harrogate 





Cotinine (nmol/mg Creatinine) 

N 

28 

37 

0.0008 


MEAN, GEO MEAN 

0.027, NA 

0.009, NA 



SD, SE 

0.0590.0.0112 

0.0071,0.0012 



MEDIAN 

0.011 

0.006 



MIN, MAX 

0.000, 0.323 

0.000,0.028 



5%, 95% 

0.006,0.040 

0.000,0.028 



# of BLQ/ALQ Values 

12/0 

35/0 


Harrogate 





Trans-3-hydroxycoUiilne (nmol/mg Creatinine) 

N 

28 

37 

<■0001 


MEAN, GEO MEAN 

0.059, 0.028 

0.013, NA 



SD, SE 

0.0910,0.0172 

0.0117, 0.0019 



MEDIAN 

0.024 

0.010 



MIN, MAX 

0.005, 0.411 

0.000, 0.062 



5%, 95% 

0.005. 0.297 

0.005. 0.036 



H of BLQ/ALQ Values 

6/0 

11/0 


NOTE; Source ofexposureto environmental tobacco smoke is from at least one of the following; spouse at home, otlieis at home, work, vehicles, other places. 


" P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 4 of 7> 


Analytical Lab 

Timepoint _ Btomarker _ __ _ Statistic _ Exposed _ Not-ex posed _ P-value* 


Karragate 

Tranj-3-h)droxycotinln«-0-glucunini[ie {imrol/mg Crealintne) 

N 

25 

33 


MEAN, GEO MEAN 

0.017, NA 

0.003, NA 


SD, SE 

0.0250,0.0051 

0.0051,0,0009 


MEDIAN 

0.005 

0.001 


MIN. MAX 

0 000, 0105 

0.000, 0.021 


5%, 95% 

0.000, 0.072 

0.000,0.016 


ft of BLQ/ALQ Values 

610 

11/0 

Harrogate 

NicutinerN-glucuronlde (nmol/mg Creatinine) 

N 

26 

37 


MEAN, GEO MEAN 

0.013, NA 

0.000, NA 


SD. SE 

0.0526.0 0103 

0.0013, 0.0002 


MEDIAN 

0.000 

0.000 


MIN, MAX 

0.000,0.270 

0.000, 0.008 


5%, 95% 

0.000,0.017 

0.000,0.000 


# of BLQ/ALQ Values 

18/0 

36/0 

Harrogate 

Cotinine-N-glucuronlde (nmol/mg Creatinine) 

N 

28 

37 


MEAN, GEO MEAN 

0.021, NA 

0.003, NA 


SD, SE 

0,0371,0.0070 

0.0107,0.0018 


MEDIAN 

0.012 

0.000 


MIN, MAX 

0.000,0.195 

0.000,0.058 


5%, 95% 

0.000,0.045 

0.000,0.026 


It of BLQ/ALQ Values 

12/0 

35/0 


0.0061 


0.0001 


<.0001 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
* P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 3 of 7) 


Analytical Lab 

Timeooint Biomarker 

Statistic 

Exposed 

Not-ex posed 

P-value' 

Week 3 Harrogate 





Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

N 

17 

48 

0.0057 


MEAN, GEO MEAN 

0,104, 0.066 

0.040,0.032 



SD.SE 

0.1163,0.0282 

0.0404, 0.0058 



MEDIAN 

0.069 

0.033 



MIN, MAX 

0.016,0.470 

0.011.0.274 



5%, 95% 

0,016,0 470 

0.017,0.085 



# of BLQ/ALQ Values 

0/0 

0/0 


Harrogate 





Nicotine (natol/mg Creatinine) 

N 

17 

43 

0.9172 


MEAN, GEO MEAN 

0.011, NA 

0.010, NA 



SD, SE 

0.0110,0.0027 

0.0062, 0.0009 



MEDIAN 

0.012 

0.006 



MIN, MAX 

0.000, 0.049 

0.000,0.031 



5%. 95% 

0.000, 0.049 

0.006,0.025 



# of BLQ/ALQ Values 

12/0 

45/0 


Harrogate 





Cotinlne (nmol/mg Creatinine) 

N 

17 

48 

0.1767 


MEAN, GEO MEAN 

0.017, NA 

0.010, NA 



SD, SE 

0.0198,0.0048 

0.0079, 0.00! I 



MEDIAN 

0.011 

0.006 



MIN, MAX 

0.000, 0.079 

0.000.0.051 



5%, 95% 

0.000, 0.079 

0.006,0.023 



# of BLQ/ALQ Values 

7/0 

43/0 


Harrogate 





Trans-3-hydroKycotlnine (nmol/mg Creatinine) 

N 

17 

4R 

0.0031 


MEAN, GEO MEAN 

0.043.0.024 

0.014,0.010 



SD, SE 

0.0538,0.0130 

0,0133, 0.0022 



MEDIAN 

0.026 

0.010 



MIN, MAX 

0.005, 0.213 

0.005,0.094 



5%, 95% 

0.005,0.213 

0.005,0.042 



# of BLQ/ALQ Values 

0/0 

30/0 



NOTE: Source of exposure to environntemal tobacco smoke is from at least oae of the following: spouse at home, others at home, work, vehicles, other places. 
■ P-value from Wilcoxon rank-sum test 
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Table 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 6 of?) 


Analytical Lab 

Timeooint Biomarker 

Statistic 

Exposed 

Not-exposed 

Week 3 Harrogate 

rraiu-3-hytlioxycotiniiie-O-gliictironide (nmo!/mg Creatinine) 

N 

15 

46 


MEAN, GEO MEAN 

0.013,NA 

0.002, N A 


SD, SE 

0.0147,0.0038 

0.0063, 0.0009 


MEDIAN 

0 009 

0.000 


MIN, MAX 

0,000.0.050 

0.000, 0.040 


5%, 95% 

0.000,0-050 

0.000,0.008 


# of BLQ/ALQ Values 

0/0 

30/0 

Harrogate 

Nicotine-N-glucuronide (nmol/mg Creatinine) 

N 

17 

48 


MEAN, GEO MEAN 

0.004. NA 

0.000, NA 


SD.SE 

0.0055,0.0013 

0,0017,0.0002 


MEDIAN 

0.002 

0.000 


MIN, MAX 

0.000,0.021 

0.000,0.008 


5%, 95% 

0.000,0,021 

0.000,0.003 


tt of BLQ/ALQ Values 

12/0 

45/0 

I larrogate 

CotinIne-N-glucuronide (nmol/mg Creatinine) 

N 

17 

4S 

MEAN, GEO MEAN 

0.017, NA 

0.003, NA 


SD.SE 

0.0199,0.0048 

0.0097,0.0014 


MEDIAN 

0.011 

0.000 


MIN, MAX 

0.000,0.067 

0.000,0.060 


5%, 95% 

0.000,0.067 

0.000.0.015 


it of BLQ/ALQ Values 

7/0 

43/0 

NOTE- Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 


* P-value from Wilcoxon rank-sum test. 


P-value' 


<.0001 


0.0002 


<. 000 ! 
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Tabic 14,1,4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Penod Before Sample Collection 

(Page 7 of?) 


Analytical Lab 

Timepoint Biomaifcer 

Statistic 

Exoosed 

Not-exposed 

P-value’ 

Week 6 Harrogate 





4-Amittobiphenyl-Hb adduct (pg/g hemoglobin) 

N 

23 

42 

0.5974 


MEAN, OEO MEAN 

9.43, 8.35 

8.46, 7.75 



SD, SE 

5.727, 1,194 

3.807,0.587 



MEDIAN 

7.37 

7.52 



MrN, MAX 

4.31.27.86 

4.09.20.64 



5%, 95% 

4.49,22.57 

4.36,15.32 



# of BLQ/ALQ Values 

0/0 

0/0 



NOTE; Source of exposure to environmental tobacco smoke fs from at least one of the following; spouse at home, others at home, work, vehicles, other places, 
1 P-vatue from Witcoxon rank-sum test. 
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Table 14,1.4.2-2 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Month Period Before Sample Collection at Enrollment 

(Page 1 of 2) 


Analytical Lab 

Biomarker 

Statistic 

Exposed 

Nnt-expcsed 

P-value' 

Harrogate 





4-AmtnoMphenyl-Hb adduct (pg/g hemoglobin) 

N 

28 

37 

0.0627 


MEAN, GEO MEAN 

7.89, 7.25 

6.82,6.01 



SD, SE 

3.182, 0.601 

4.050,0.666 



MEDIAN 

7.56 

6.22 



MIN. MAX 

2.95,13.87 

2 49,23.25 



5%. 95% 

3.94,13.59 

2.90,17.37 



H of BLQ/ALQ Values 

0/0 

0/0 


Harrogate 





Sum of Nicotine and Nicotine metabolites (nmd/mg Creatinine) 

N 

28 

37 

0.0021 


MEAN, GEO MEAN 

0.126, 0,062 

0.033. NA 



SD.SE 

0.1656,0.0313 

0.0266,0.0044 



MEDIAN 

0.047 

0.033 



MIN. MAX 

0.005,0.677 

0.000,0.173 



5%, ys% 

0.016, 0.447 

0.017,0.051 



# or BLQ/ALQ Values 

0/0 

0/0 


Harrogate 





Nicotine (nmol/mg Creatinine! 

N 

28 

37 

0.3843 


MEAN, GEO MEAN 

0.034. NA 

0.009, NA 



SD.SE 

0.0678, 0.0128 

0.0044,0.0007 



MEDIAN 

0.009 

0,006 



MIN, MAX 

0.000, 0.271 

0.000, 0.018 



5%, 95% 

0.000, 0.253 

0.000,0.018 



# of BLQ/ALQ Values 

16/0 

35/0 


Harrogate 





Cotinine (nmol/mg Creatinine) 

N 

28 

37 

0.3676 


MEAN, tifciU MEAN 

0.019, NA 

0.009, NA 



SD, SE 

0.0249, 0.0047 

0.0051,0.0008 



MEDIAN 

0.000 

0.006 



MIN, MAX 

0.000.0.114 

0.000.0.028 



5%, 95% 

0.000, 0.057 

0.000,0.017 



# of BLQ/ALQ Values 

15/0 

34/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

1 P-valuc from Witcoxon mnk-sumtest. 
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Table 141.4^-2 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Month Period Before Sample Collection at Enrollment 

(Page 2 of2) 


Analytical Lab 

Biomarker 

Statistic 

Exposed 

Not-exposed 

P-value* 

Harrogate 





Trans-J-bydroxycotlnine (nmol/mg Creatinine) 

N 

28 

37 

0.0004 


MEAN, GEO MEAN 

0.CM5, 0.023 

0.01 l.NA 



SD.SE 

0.0580.0.0110 

0.0075,0,0012 



MEDIAN 

0019 

O.Old 



MIN, MAX 

0.005,0.219 

0.000,0.042 



5%, 95% 

0.005,0.187 

0.005,0.026 



# of BLQ/ALQ values 

4/0 

18/0 


Hanugalc 





Trans-3-hydroxycoi}nlde-Q-gluciironi<Je (nmol/mg Creatinine) 

N 

25 

28 

<0001 


MEAN, GEO MEAN 

0.011. NA 

0.002, NA 



SD.SE 

0.0147,0.0029 

0.0036,0.0007 



MEDIAN 

0.006 

0.000 



MIN, MAX 

0.000, 0.053 

0.000,0.015 



5%, 95% 

0.000, 0.051 

0.000,0.012 



U of BLQ/ALQ Values 

4/0 

18/0 


Harrogate 





NIcutine-N-glucuronide (nmol/mg Creatinine) 

N 

26 

36 

0.0021 


MEAN. GEO MEAN 

0.004. NA 

0.001, NA 



SD.SE 

0.U063,0.0012 

0.0028,0.0005 



MEDIAN 

0.000 

0.000 



MIN, MAX 

0.000,0.023 

0,000. 0.016 



5%, 95% 

0.000,0.021 

0.000, 0.004 



# of BLQ/ALQ Values 

16/0 

35/0 


Harrogate 





Cotlnine-N-glueuronide (nmol/mg Creatinine) 

N 

2B 

37 

<.0001 


MEAN, GEO MEAN 

0.016, NA 

0.002, NA 



SD.SE 

0.0223, 0.0042 

0.0091.0.0015 



MEDIAN 

0.008 

OOOO 



MIN, MAX 

0.000.0.075 

0.000. 0,055 



5%, 95% 

0.000,0.066 

0.000, 0.007 



# of BLQ/ALQ Values 

15/0 

34/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one ofthe following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

* P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure within 3-Day Period Before Sample Collection 

(Page 1 of 42) 


Analytical Lab 

Timepoint _ Biomartrer _ 

Week! Harrogaie 

4-Aminobiphenyl-Hb adduct (pg/g hemoglobin) 


Source of Exposure* 


Spouse at home 


Others at home 


At home combined 


Work 


Statistic 

Exposed 

Not-exoosed 

N 

2 

63 

MEAN, GEO MEAN 

9.17,9.15 

7.22,6-44 

SD.SE 

0.856,0.605 

3.755, 0.473 

MEDIAN 

9.17 

6.54 

MIN. MAX 

8.56,9.77 

2.49. 23.25 

5%, 95% 

8.56,9.77 

3.12,13.59 

# of BLQ/ALQ Values 

0/0 

0/0 

N 

5 

60 

MEAN, GEO MEAN 

9,81,9.42 

7.07, 6.32 

SD.SE 

3.126,1,398 

3.701,0.478 

MEDIAN 

943 

6.52 

MIN, MAX 

6.76,13.87 

2.49,23.25 

5%, 95% 

6.76,13.87 

3.04, 13.49 

# of BLQ/ALQ Values 

0/0 

0/0 

N 

7 

58 

MEAN, GEO MEAN 

9.63,9.34 

7.00, 6,24 

SD.SE 

2.595.0.981 

3.743.0.491 

MEDIAN 

9.43 

6.37 

MIN, MAX 

6.76,13.87 

2.49,23.25 

5%, 95% 

6.76,13.87 

2.95, 13.59 

# of BLQ/ALQ Values 

0/0 

o/o 

N 

4 

61 

MEAN, GEO MEAN 

8.04.6.86 

7.23,6.49 

SO, SE 

4.788,2.394 

3.676, 0.471 

MEDIAN 

7.82 

6.55 

MIN, MAX 

2.95,13.59 

2.49,23.25 

5%> 95% 

2.95,13.59 

3.21, 13.38 

# of BLQ/ALQ Values 

0/0 

0/0 


P-value" 


0.1656 


0.0518 


0.0141 


0,8165 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers Id exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 2 of 42) 


Timepomt 

Analytical Lab 

Biomajiter 

Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-value” 

Week I 

Harrogate 







4-Amlnoblpheayl-Hb adduct (pg/g hemoglobin) 

Vehicles 

N 

2 

63 

0.4141 




MEAN, GEO MEAN 

5,42,5.42 

7.34, 6.55 





SD, S£ 

0.071,0.050 

3.757, 0.473 





MEDIAN 

5.42 

6.76 





MIN, MAX 

5.37,5.47 

2.49,23.25 





5%, 95% 

5.37,5.47 

3.12,13.59 





# of BLQ/ALQ Values 

0/0 

0/0 




Other places 

N 

21 

44 

0.0109 




MEAN, GEO MEAN 

9.13, 8.27 

6.39, 5.81 





SD. SE 

4.624, 1.009 

2.843. 0,429 





MEDIAN 

7.59 

6.22 





MIN, MAX 

3.94,23.25 

2.49,13.87 





5%, 95% 

4.65,17.37 

2.95,11.63 





# of BLQ/ALQ Values 

0/0 

0/0 




Away from home 

N 

25 

40 

0.0411 



combined 








MEAN, GEO MEAN 

8.64, 7.74 

6.43, 5.85 





SD, SE 

4.512,0.902 

2.859,0.452 





MEDIAN 

7.53 

6.38 





MIN, MAX 

2.95,23.25 

2.49,13.87 





5%, 95% 

3.94, 17.37 

3.0L, 12.51 





#of BLQ/ALQ Values 

0/0 

0/0 



Harrogate 







Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0331 




MEAN, GEO MEAN 

0.308,0.275 

0.065, NA 





SD, SE 

0.1966, 0.1390 

0.1100,0.0139 





MEDIAN 

0.308 

0.033 





MIN, MAX 

0.169, 0.447 

0.000, 0.677 





5%, 95% 

0.169,0.447 

0.017,0.306 





# of BLQ/ALQ Values 

0/0 

0/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, otherplaces. 

* Away from home combined rcfere to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
6 P-value from Wilcoxon rank-sum rest. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 3 of 42) 


Analytical Lab 


Time point 

Biomarker 

Source of Exposure’ 

Statistic 

Exposed 

Not-exposed 

P-value b 

Week! 

Harrogate 

Sam of Nicotine and Nicotic* metabolites (nmol/mg Creatinine) 

Others at home 

N 

MEAN, CEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.180,0.074 

0.2812,0.1257 

0.045 

0.017, 0.677 
0017,0.677 

0/0 

60 

0.064, NA 
0.0944,0,0122 

0.033 

0.000,0.447 
0.017,0.323 

0/0 

0.2960 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.216, 0.107 
0.2511,0.0949 

0.127 

0.017,0.677 

0.017,0.677 

0/0 

58 

0.056, NA 

0.0799, 0.0105 

0.033 

0.000,0.430 

0.016,0.306 

0/0 

0.0361 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# Df BLQ/ALQ Values 

4 

0.082,0.073 

0.0428, 0.0214 

0.080 

0.033,0.136 

0.033,0.136 

0/0 

61 

0.072, NA 
0.1223,0.0157 

0.033 

0.000.0.677 

0.017,0,340 

0/0 

0.0774 



Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5”/o, 95% 

# of BLQ/ALQ Values 

2 

0.061,0.060 

0.0141,0.0100 

0.061 

0.051,0.071 

0.051,0.071 

0/0 

63 

0.073, NA 
0.1207,00152 

0.033 

0.000,0.677 
0.017,0.340 

0/0 

0.1446 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

’ Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-va!ue from Witcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 4 of 42) 


Timepoint 

Analytical Lab 

Biomaiker 

Source of Exposure* 

Statistic 

Exposed 

Not-exoosed 

P-value 1 ' 

Week! 

Harrogate 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Other places 

N 

MEAN, CEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of Bt.Q/ALQ Values 

21 

0.097,0.048 
0,1618,0.0353 

0.043 

0.005,0.677 

0.017,0.430 

0/0 

44 

0.061, NA 
0.0917,0.0138 

0.033 

0.000,0.447 

0.017,0.306 

0/0 

0.1091 



Away from home 
combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

25 

0.093, 0.050 

0.1488,0.0298 

0.043 

0.005,0.677 
0.017,0.430 

0/0 

40 

0.060, NA 
0.0954,0.0151 

0.033 

0.000,0.447 

0.017,0.323 

0/0 

0.0184 


Harrogate 

Nicotine (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

2 

0.043,0.041 

0.0170,0.0120 

0.043 

0.031,0.055 

0.031,0.055 

0/0 

63 

0.019, NA 

0.0463,0.0058 

0.006 

0.000,0.271 

0.000, 0.074 

51/0 

0.0271 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BT..Q/A IX) Values 

5 

0.058,0.017 

0.1092,0.0488 

0.012 

0.006, 0.2S3 

0.006, 0.253 

3/0 

60 

0.017, NA 

0.0366,0.0047 

0.006 

0.000,0.271 

0.000,0,065 

48/0 

0.5195 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refersto exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
" P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 5 of 42) 


Analytical Lab 


Timepoint 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value" 

Week 1 

Harrogate 

Nicotine (nmol/mg Creatinine) 

At home combined 

N 

MEAN, GEO MEAN 
SD.SE 

MED r AN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.054, 0.022 

0.0897, 0.0339 

0012 

0.006,0.253 

0 006, 0.253 

3/0 

58 

0.016, NA 
0.0368,0.0048 

0.006 

0.000,0.271 

0.000,0.074 

48/0 

0.0724 



Work 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

4 

0.011,0.009 

0.0057,0.0029 

0.009 

0.006.0.018 

0.006,0.018 

1/0 

61 

0.020, NA 
0,0473,0.0061 

0.006 

0.000.0.271 

0.000, 0.074 

50/0 

0.8497 



Vehicles 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0 . 012 , 0.010 

0.0085, 0.0060 

0.012 

0.006, 0.018 

0.006, 0.018 

1/0 

63 

0.020, NA 

0.0466,0.0059 

0.006 

0.000, 0.271 

0.000,0.074 

50/0 

0.7000 



Other places 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

2i 

0.033, N A 

0.0764, 0.0167 

0.012 

0.000,0.271 

0.000,0.253 

14/0 

44 

0.014, NA 
0.0171,0.0026 

0.006 

0.000,0.086 

0.006,0.055 

37/0 

0.8281 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

1 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-vatue from Wilcoxon rank-sum test. 
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Table 14,1.4.2-3 

Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 6 of 42) 


Analytical Lab 

Timepoint _ Biotmik er 


Source o f Expos ure*_ Statistic 


Exposed 


Not-exposed 


P-value* 


Week 1 Harrogate 

Nicotine (amot/mg Creatinine) 


Harrogate 

Co t ini it e (nmol/mg Creatinine) 


Away from home 

N 

25 

40 

combined 

MEAN, GEO MEAN 

0.029, NA 

0.014, NA 


SD.SE 

0.0702,00140 

0.0179, 0.0028 


MEDIAN 

0.012 

0.006 


MIN, MAX 

0.000,0.271 

0.000,0.086 


5%, 95% 

0.000,0.253 

0,003,0.065 


# of BLQ/ALQ Values 

16/0 

35/0 

Spouse at home 

N 

2 

63 


MEAN, GEO MEAN 

0.034,0.032 

0.013.NA 


SD,SE 

0.0156,0.0110 

0.0170,0.002! 


MEDIAN 

0.034 

0.006 


MIN, MAX 

0.023,0.045 

0.000,0.114 


5%, 95% 

0,023, 0.045 

0.000,0.051 


# of BLQ/ALQ Values 

0/0 

49/0 

Others at home 

N 

5 

SO 


MEAN, GEO MEAN 

0.030,0.014 

0.012, NA 


SD, SE 

0.0472, 0.0211 

0.0122,0.0016 


MEDIAN 

0.01! 

0.006 


MIN, MAX 

0.006,0.114 

0 000.0 057 


5%, 95% 

0.006,0.114 

0.000. 0.048 


# of BLQ/ALQ Values 

3/0 

46/0 

At home combined 

N 

7 

58 


MEAN, GEO MEAN 

0.031,0,018 

0.011, NA 


SD, SE 

0.0392,0.0148 

0.0115,0.0015 


MEDIAN 

0.011 

0.006 


M[N. MAX 

0.006,0.114 

0.000, 0.057 


5%, 95% 

0.006.0.114 

0.000. 0.051 


# of BLQ/ALQ Values 

3/0 

46/0 


0.75G9 


0.0308 


0.5387 


0.0813 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refeis to exposure from at least one of the following: work, vehicles, oilier places. At home combined refers to at least one of the following: spouse at home, others at home, 
b P-vatue from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokeis Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Befuie Sample Collection 

(Page 7 of 42') 


Analytical Lab 

Time point Biomarker 


Source of Exposure 1 


Statistic 


Exposed _ Not-exposed _ P-vaItie b 


Harrogate 




61 

Cotinlne (nraol/mg Creatinine) 

Work 

N 

4 


MEAN, GEO MEAN 

0.010,0.009 

0.013, NA 



SD, SE 

0.0052, 0,0026 

0.0178,0.0023 



MEDIAN 

0.009 

0.006 



MIN. MAX 

0.006,0.017 

0.000,0.114 



5%, 95% 

0.006,0.017 

0.000,0.051 



# of BLQ/ALQ Values 

I/O 

48/0 


Vehicles 

N 

2 

63 



MEAN, GEO MEAN 

0.012,0.010 

0.013. NA 



SD, SE 

0.0078.0.0055 

0.0175. 0.0022 



MEDIAN 

0.012 

0.006 



MIN, MAX 

0.006, 0.017 

0,000,0.114 



5%, 95% 

0.006,0.017 

0.000,0.051 



#of BLQ/ALQ Values 

1/0 

48/0 


Other places 

N 

21 

44 



MEAN, GEO MEAN 

0.015. N A 

0.012, NA 



SD, SE 

0.0253.0.0055 

0.0119,0.0018 



MEDIAN 

0.006 

0.009 



MIN, MAX 

0.000,0.114 

0.000,0.057 



5%, 95% 

0.000,0.057 

0.006,0.045 



# of BLQ/ALQ Values 

13/0 

36/0 


Away from home 

N 

25 

40 


combined 

MEAN, GEO MEAN 

0.015. NA 

0.012, NA 



SD. SE 

0.0232,0.0046 

0.0125,0.0020 



MEDIAN 

0.011 

0.006 



MIN, MAX 

0.000,0.114 

0.000.0.057 



5%, 95% 

0,000.0.057 

0.003,0.048 



tf of BLQ/ALQ Values 

15/0 

34/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, olber places. 

" Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
6 P-value from Wilcoxon rank-sum test. 


0.9070 


0.7467 


0.7770 


0.7635 
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Table 14,1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 8 of 42) 


Timepoint 

Analytical T-ab 

Biomarker 

Source ofExnosure* 

Statistic 

ExDOsed 

Not-«xr>osed 

P-vaIue s 

Week 1 

Harrogate 

Tranj-3-bydrojycorinine (nmo!/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.149, 0.131 

0.0997, 0.0705 

0.149 

0.078.0.219 
0.078,0.219 

0/0 

63 

0.022, NA 
0.0338,0.0043 

0.010 

0.000,0.187 

0.005,0.083 

22/0 

0.0228 



Others at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5% 95% 

# of BLQ/ALQ Values 

5 

0.048,0.022 
0.0676,0.0302 

0.016 

0.005,0.166 

0.005,0.166 

1/0 

60 

0.024, N A 
0.0393,0.0051 

0.010 

0.000,0.219 

0.005,0 091 

21/0 

0.3772 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of HLQ/ALQ Values 

7 

0.077,0.037 
0.0844,0.0319 

0.042 

0.005,0.219 

0.005,0.219 

1/0 

58 

0.019, NA 
0.0293,0.0038 

0.010 

0.000,0.187 

0.005,0 083 

21/0 

0.0415 



Work 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0 032,0.027 

0.0218,0,0109 

0.029 

0.010,0.062 
0.010,0.062 

1/0 

61 

0.025, NA 

0.0429,0.0055 

0.010 

0.000,0.219 

0.005, 0.O99 

21/0 

0.0828 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

8 Away from home combined refers to exposure from at least one of the foltowing: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Time point 

Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value* 

Week 1 

Harrogate 

Trans-3-tiydroxycotinine (nmol/mg Creatinine) 

Vehicles 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.024,0.022 

0.0106,0.0075 

0.024 

0.016,0.031 

0.016.0.031 

1/0 

63 

0.026, NA 

0.0425, 0.0053 

0,010 

0.000.0.219 

0.005.0.099 

21/0 

0.2201 



Other places 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

9 of BLQ/ALQ Values 

21 

0.029,0.017 

0.0398,0.0087 

0.016 

0.005,0.166 

0.005,0.099 

5/0 

44 

0.024, NA 
0.0431,0.0065 

0.010 

0.000,0.219 

0.005,0.078 

17/0 

0.1276 



Away from home 
combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

H of BLQMLQ Values 

25 

0.029.0.018 

0.0373,0.0075 

0.016 

0.005,0.166 

0.005,0.099 

7/0 

40 

0.023. NA 
0.0447,0.0071 

0.010 

0.000.0.219 

0.005, 0.133 

15/0 

0.0290 


Harrogate 

Trans-3-hydroxycotlnine-O-glucuronide (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SU, SE 

MEDIAN 

MTN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

2 

0.039,0.036 

0.0I9S, 0.0140 

0.039 

0.025, 0.053 
0.025.0.053 

0/0 

51 

0.005, NA 

0.0090,0.0013 

0.001 

0.000,0.051 

0.000,0.018 

22/0 

0.0198 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

“ Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the Following: spouse at home, others at home. 
h P-vaiue from Wiluoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance €RU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 10 of 42) 


Analytical Lab 


Timepoint 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value* 

Week 1 

Harrogate 

Trans-j-hydroxyeotitiirte-O-gluetironicle (nmol/mg Creatinine) 

Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

5 

0.013, NA 
0.0213,0.0095 

0.005 

0.000.0.051 

0 000,0 051 

I/O 

48 

0.005, NA 
0.0099.0.0014 

0.001 

0.000.0,053 

0.000,0.025 

21/0 

0.2798 



At home combined 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

7 

0.021, NA 

0.0230, 0.0087 

0.008 

0.000, 0.053 

0.000, 0.053 

1/0 

46 

0.004, NA 

0.0064. 0.0009 

0.001 

0.000, 0.034 
0.000,0.015 

21/0 

0.0239 



Work 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.007. NA 

0.0050.0.0025 

0.009 

0.000,0.011 

0.000,0.011 

1/0 

49 

0.006, NA 

0.0118.0.0017 

0.001 

0.000,0.053 

0.000,0.034 

21/0 

0.2825 



Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.006, NA 
0.0078,0.0055 

0.006 

0.000,0.011 

0.000,0.011 

1/0 

51 

0.006, NA 

0.0115, 0.0016 

0.002 

0.000, 0.053 

0.000, 0.034 

21/0 

0.9617 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the Mowing: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Protocol No. PM-8450 

C'ovance CRU Study No. 12226-8450 



Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Dav Period Before Sample Collection 

(Page Hof42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure 1 

Statistic 

Exposed 

Not-exposed 

P-value* 

Week 1 

Harrogate 

Trans-3-hyclroxycotlniric-LNglucarorilde (nmol/mg Creatinine) 

Other places 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

19 

0.008, NA 
0.0132.0.0030 

0.003 

n ooo. 0051 

0.000,0.051 

5/0 

34 

0.005, NA 
0.0102.0.0018 

0.001 

0 000,0.053 

0.000, 0.025 

17/0 

0.1577 



Away from home 
combined 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

S of BLQ/ALQ Values 

23 

0.008, NA 
0.0122,0.0025 

0.003 

0 000.0.051 
0.000,0.034 

7/0 

30 

0.005, NA 
0.0107.0.0020 

0.001 

0.000, 0.053 

0.000.0.025 

15/0 

0.16JU 


Harrogate 

Nicotine-N-glucurcnide (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.006, NA 

0.0085, 0.0060 

0.006 

0.000,0,012 

0.000,0.012 

0/0 

60 

0.002, NA 

0.0047, 0.0006 

0.000 

0.000,0.023 

0.000,0.013 

51/0 

(1.3249 



Others at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MTN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.007, NA 
0.0084.0,0037 

0.004 

0.000,0.021 

0.000,0.02! 

3/0 

57 

0.002, NA 

0.0042, 0.0006 

0.000 

0.000,0,023 

0.000,0.012 

48/0 

0.0040 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 12 of 42) 


Timepoint 

Analytical Lab 

Biomaiier 

Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-value" 

Week 1 

Harrogate 

Nicotlne-N-glucoronide (amoVmg Creatinine) 

At home combined 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.007, NA 

0.0077,0.0029 

0.004 

0.000.0.021 

0.000,0.021 

3/0 

55 

0.001, NA 

0.0040,0.0005 

0.000 

0.000, 0.023 
0.000,0.009 

48/0 

0.0024 



Work 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5% 95% 

# of BLQ/ALQ Values 

4 

0.005, NA 

0.0037, 0.0018 

0.005 

0.000,0.009 

0.000.0.009 

1/0 

58 

0.002, NA 

0.0048, 0 0006 

0.000 

0.000,0.023 

0.000.0.016 

50/0 

0.0162 



Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

#uf BLQ/ALQ Values 

2 

0.002, NA 

0.0028, 0.0020 

0.002 

0.000,0.004 

0.000,0.004 

1/0 

60 

0.002, NA 

0.0048, 0,0006 

0.000 

0.000,0.023 

0.000,0.014 

50/0 

0.4843 



Other places 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It of BLQ/ALQ Values 

20 

0.002, NA 
0.0051,0.001! 

0.000 

IMKJO, 0.021 
0.000,0.015 

14/0 

42 

0.002, NA 

0.0047,0.0007 

0.000 

0.000,0.023 
0.000,0.012 

37/0 

€.3227 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

" Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokeis Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 13 of42) 


Titnepoint 

Analytical Lab 

B inmarker 

Source of Exposure’ 

Statistic 

Exposed 

Not*exposed 

P-value’’ 

Week 1 

Harrogate 

Nicotlne-N-ghrcnronlde fnmol'mg Creatinine) 

Away from home 
combined 

N 

MEAN, OEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

24 

0.002, NA 

0.004R, 0.0010 

0.000 

0,000, 0.021 

0.000.0.009 

16/0 

38 

0.002. NA 
0.0048,0.0008 

0.000 

0.000, 0.023 
0.000,0.016 

35/0 

0.1280 


Harrogate 

Cotinine-N-gtacuronide (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.038,0.026 

0.0396, 0.0280 

0.038 

0.010,0.066 

0.010,0.066 

0/0 

63 

0.007, NA 
0,0161,0.0020 

0.000 

0.000,0.075 

0.000. 0.049 

49/0 

0.0334 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.027, NA 

0.0336,0.0150 

0.009 

0,000,0.075 

0.000, 0.075 

3/0 

60 

0.007, NA 
0.0149,0.0019 

D.CKXJ 

0.000,0.066 
0.000,0.046 

45/0 

0.0681 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tf of BLQ/ALQ Values 

7 

0.030, NA 

0.0323,0.0122 

0.010 

0.000, 0.075 
0.000,0.075 

3/0 

58 

0.006, NA 
0.0129,0.0017 

0.000 

0.000,0.064 
0.000.0.036 

46/0 

0.0057 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, othere at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
‘ P-yalue from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 14 of 42) 


Analytical Lab 

Timepoint _ Biomarker 


Source of Exposure* _ Statistic _ Exposed _ Nnt-ereposed _ P-value" 


Week 1 Harrogate 


Cotinine-N-gliicuronide (nraol/mg Creatinine) 

Woik 

N 

4 

61 

0.0876 



MEAN, GEO MEAN 

0.017, NA 

0.008, NA 




SD.SE 

0.0156, 0.0078 

0.0175. 0.0022 




MEDIAN 

0.017 

0.000 




MIN, MAY 

0.000,0.036 

0.000.0.075 




5%, 95% 

0.000,0.036 

0.000.0.055 




# of BLQ/ALQ Values 

1/0 

48/0 



Vehicles 

N 

2 

63 

0.8186 



MEAN, GEO MEAN 

0.005, NA 

0.008, NA 




SD.SE 

0.0071,0.0050 

0.0177,0.0022 




MEDIAN 

0.005 

0.000 




MIN, MAX 

0.000.0.010 

0.000.0.075 




5%, 95% 

0.000,0.010 

0 000,0,055 




# of BLQ/ALQ Values 

I/O 

48/0 



Ollier places 

N 

21 

44 

0.0245 



MEAN, GEO MEAN 

0.012, NA 

0.007, NA 




SD.SE 

0.0194, 0.00d2 

0.0165,0.0025 




MEDIAN 

0.004 

0.000 




MIN, MAX 

0.000, 0.075 

0.000,0.066 




5%, 95% 

0.000, 0.049 

0.000,0.055 




# of BLQ/ALQ Values 

13/0 

36/0 



Away from home 

N 

25 

40 

0.0152 


combined 

MEAN. GEO MEAN 

0.012. NA 

0.006. NA 




SD.SE 

0.0187,0.0037 

0.0165,0.0026 




MEDIAN 

0.004 

0,000 




MIN. MAX 

0.000,0.075 

0.000, 0.066 




5%, 95% 

0.000,0.049 

0.000, 0.060 




# of BLQ/ALQ Values 

15/0 

34/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following; spouse at borne, others at home, work, vehicles, other places. 

' Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, othe rs at home. 
1 P-value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 15 of 42) 


Analytical Lab 


Timepoint 

Bio marker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value' 

Week 2 

Harrogate 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 05% 

#of BLQ/ALQ Values 

2 

0.176,0.173 

0.0403, 0.0285 

Ot 76 

0.147.0.204 

0.147,0.204 

0/0 

63 

0.110, NA 

0.3723,0.0469 

0.033 

0.000.2.938 

0.016,0.209 

0/0 

0.0536 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

4 

0.105, 0.060 

0.0995, 0 0498 

0.079 

0.017,0.243 

0.017,0.243 

0/0 

61 

0.113, NA 
0.3780,0.0484 

0.033 

0.000,2.938 

0.016,0.204 

0/0 

0.3297 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

n of BLQ/ALQ Values 

6 

0.128,0.094 

0.0872, 0.0356 

0.127 

0.017, 0.243 
0.017,0.243 

0/0 

59 

0 111, NA 
0.3843,0.0500 

0.033 

0.000,2.938 
0.016,0.209 

0/0 

0.0486 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

0.209,0.209 

NA.NA 

0.209 

0.209,0.209 

NA,NA 

0/0 

64 

0.111, NA 

0.3693,0.0462 

0.033 

0.000,2.938 
0.016,0.204 

0/0 

NA 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
k P-value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smckere Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 16 of42) 


Analytical Lab 

Timepoim _ Biomarker 


Source of Exposure 1 _ Statistic 


Exposed 


Not-exposed 


P-value b 


Harrogate 






Sura of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Vehicles 

N 

3 

62 

0.2510 



MEAN, GEO MEAN 

0.094, 0.076 

0.113, NA 




SD.SE 

0.0723, 0.0417 

0.3753,0.0477 




MEDIAN 

0.075 

0.033 




MIN, MAX 

0033, 0.174 

0 000,2.938 




5%, 95% 

0.033, 0.174 

0.016,0.209 




# of BLQ/ALQ Values 

0/0 

0/0 



Other places 

N 

20 

45 

0.0021 



MEAN, GEO MEAN 

0.245, 0.084 

0.053. NA 




SD.SE 

0.6463, 0.1445 

0.0594, 0.0089 




MEDIAN 

0.075 

0 033 




MTN.MAX 

0.016, 2.938 

0.000,0.243 




5%, 95% 

0.022, 1.772 

0.016,0.204 




# of BLQ/ALQ Values 

0/0 

0/0 



Away fium home 

N 

23 

42 

0.0002 


combined 

MEAN. GEO MEAN 

0.231,0 087 

0.047, NA 




SD,SE 

0.6024,0.1256 

0.0529,0.0082 




MEDIAN 

0.076 

0.030 




MIN, MAX 

0.016,2.938 

0.000,0,243 




5%, 95% 

0.027,0.606 

0.016,0.186 




# of BLQ/ALQ Values 

0/0 

fl/o 


Harrogate 






Nicotine (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.2104 



MEAN, GEO MEAN 

0.015,0.015 

0.040, NA 




SD, SE 

0.0042,0.0030 

0.2234, 0.0281 




MEDIAN 

0.015 

0.006 




MIN, MAX 

0.012,0.018 

0.000, 1.782 




5%, 95% 

0.012,0.018 

0.000, 0.025 




# of BLQ/ALQ Values 

1/0 

53/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

' Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
" P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokeis Exposed and Non-Smokers Nor Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 17 of 42) 


Timcpnint 

Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-valje b 

Week 2 

Harrogate 

Nicotine (nmol/mg Creatinine) 

Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

§ of BLQ/ALQ Values 

4 

0.014,0.012 

0.0057,0.0029 

0.015 

0.006.0.018 

0.006,0.018 

3/0 

6! 

0.041, NA 

0.2270, 0.029! 

0.006 

0.000, 1.782 

0.000,0.025 

51/0 

0.2515 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#■ of BLQ/ALQ Values 

6 

0.014,0.013 

0.0049,0.0020 

0.015 

0.006,0.018 

0.006,0.018 

4/0 

59 

0.041, NA 

0.2309,0.0301 

0.006 

0.000,1.782 

0.000,0.049 

50/0 

0.0870 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

of BLQ/ALQ Values 

I 

0.012,0.012 

NA.NA 

0.012 

0.012,0.012 

NA, NA 

0/0 

64 

0.039, NA 
0,2216.0.0277 

0.006 

0.000,1.782 
0.000,0.025 

54/0 

NA 



Vehicles 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.026.0.022 
0.0199,0.0115 

0.018 

0.012,0.049 

0.012,0.049 

1/0 

62 

0.039. NA 
0.2252,0.0286 

0.006 

0 000.1.782 

0.000,0.025 

53/0 

0.0425 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away firm home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

* P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page IS of 421 


Timepoint 

Analytical Lab 

Bvomarter 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value 1 

Week 2 

HaTragate 

Nicotine (nmol/mg Creatinine) 

Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

20 

0.104. NA 
0.3954,0.0884 

0.012 

0 noo, 1.782 
0.003,0.934 

13/0 

45 

0.010, NA 
0.0063,0.0009 

0.006 

0.000,0.025 

0.000,0.025 

41/0 

0.1713 



Away from borne 
combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# Of BLQ/ALQ Values 

23 

0.092, NA 
0.3687,0.0769 

0.012 

0.000, 1.782 
0.006,0.086 

14/0 

42 

0.010, NA 
0.0064.0.0010 

0.006 

0.000,0.025 

0.000,0.025 

40/0 

0.0550 


Harrogate 

Cotlnine (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.034,0.033 

0.0085,0.0060 

0.034 

0.028,0.040 

0.028,0.040 

0/0 

63 

0.016, NA 
0.0402,0.0051 

O.Otl 

0.000,0.323 

0.000,0.028 

47/0 

0.0247 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.019,0-015 

0.0150,0.0075 

0.014 

0.006,0.040 

0.006,0.040 

2/0 

61 

0.017, NA 

0.0408.0.0052 

0.011 

0.000,0.323 

0.000,0.028 

45/0 

0.2778 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

' Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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PM3006438801 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 19 of 42) 


Timepoint 

Analytical Lab 

Eioimrker 

Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-va!ue b 

Week 2 

Harrogate 

Cotinine (nmol/mg Creatinine) 

At home combined 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

0.024,0 019 

0,0146, 0.0060 

0.023 

0.006, 0.040 

0.006,0.040 

2/0 

59 

0.016, NA 
0,0414,0.0054 

0006 

0.000, 0.323 

0.000,0.028 

45/0 

0.0243 



Work 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

1 

0.011.0.01! 

NA, NA 

0.011 

0.011,0.011 

NA, NA 

0/0 

64 

0.017, NA 

0.0400, 0.0050 

0.011 

0.000, 0,323 
0,000.0.040 

47/0 

NA 



Vehicles 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ values 

3 

0.017,0.016 

0.0060.0.0035 

0.017 

0.011,0.023 

0.011,0.023 

1/0 

62 

0.017, NA 
0.0406,0.0052 

0.009 

0.000.0.323 

0.000, 0.040 

46/0 

0.12&3 



Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of DLQ/ALQ Values 

20 

0.029, NA 
0.0697,0.0156 

0.011 

0.000,0.323 

0.003, 0.182 

9/0 

45 

O.Oil.NA 

0.0093. 0.0014 

0.006 

0.000, 0040 

0.000, 0.028 

38/0 

0.0388 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-vaiue from Wilcox on rank-sum test. 
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PM3006438802 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 20 of 42) 


Timepnint 

Analytical Lab 

Biomarker 

Source of Exposure* 

Slalistic 

Exposed 

Not-exnosed 

P-va!ue b 

Week 2 

Harrogate 







Cotin in e (nmol/mg Creatinine) 

Away from home 

N 

23 

42 

0.0123 



combined 








MEAN, OEO MEAN 

0.027, NA 

0011, NA 





SD,SE 

0.0650, 0.0136 

0.0095,0.0015 





MEDIAN 

non 

0.006 





MIN, MAX 

0.000,0.323 

0.000,0,040 





5%, 95% 

0.006,0.040 

0.000, 0.028 





# of BLQ/ALQ Values 

10/0 

37/0 



Hanogale 







Trans-3-hydroxycofiiiine (nm©L/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0398 




MEAN, GEO MEAN 

0 089,0.088 

0.031, NA 





SD.SE 

0.0148,0.0105 

0.0642, 0.0O81 





MEDIAN 

0.089 

o.oto 





MIN. MAX 

0.078,0.099 

0.000,0.411 





5%, 95% 

0.078,0.099 

0.005, 0.099 





# of BLQ/ALQ Values 

0/0 

17/0 




Others at home 

N 

4 

61 

0.4685 




MEAN, GEO MEAN 

0.037,0.021 

0.032, NA 





SD, SE 

0.0425,0.0213 

0.0654, 0.0084 





MEDIAN 

0.021 

0.010 





MIN, MAX 

0.005,0.099 

U.UOO. 0.411 





5%, 95% 

0.005,0.099 

0.005,0.099 





H of BLQ/ALQ Values 

1/0 

16/0 




At ho me combined 

N 

5 

59 

0.0658 




MEAN, GEO MEAN 

0.054,0.034 

0.030, NA 





SD.SE 

0.0430,0.0176 

0.0657,0.0086 





MEDIAN 

0.052 

0.0 It) 





MIN, MAX 

0.005,0.099 

0.000,0.411 





5%, 95% 

0.005,0.099 

0.005,0.109 





# of BLQ/ALQ Values 

I/O 

16/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

" Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
6 P-value from Wilcoxon tank-sum test. 
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PM3006438803 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokeis Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 21 of 42) 


Analytical Lab 

Timepoint _ Biomarker 


Source of Exposure' _ Statistic 


Exposed _ Not-exposed _ P-value 11 


Week 2 Harrogate 


N 


64 

NA 

Trans-3-hydroiycntiriine (timol'mg Creatinine) 

Work 

1 

0.109,0.109 


MEAN, DEO MEAN 

0.031, NA 




SD,SE 

NA.NA 

0.0638, 0.0080 




MEDIAN 

0.109 

0.010 




M!N, MAX 

0,109.0109 

0.000,0.411 




5%, 95% 

NA.NA 

0.005, 0.099 




# of BLQ/ALQ Values 

0/0 

17/0 



Vehicles 

N 

3 

62 

0.7374 



MEAN, GEO MEAN 

0.024,0.017 

0.033, NA 




SD, SE 

0.0242,0.0140 

0.0654, 0,0083 




MEDIAN 

0.010 

0.010 




MIN. MAX 

0.010,0.052 

0.000, 0.411 




5%, 95% 

0.010, 0.052 

0.005, 0.099 




# of BLQ/ALQ Values 

1/0 

16/0 



Other places 

N 

20 

45 

0.0056 



MEAN, GEO MEAN 

0.061,0.027 

0.020, NA 




SD, SE 

0.1050, 0.0235 

0.0256, 0.0038 




MEDIAN 

0.021 

0.010 




MIN, MAX 

0.005,0.411 

0.000, 0.109 




5%, 95% 

0.008,0.354 

0.005, 0.099 




4 of BLQ/ALQ Values 

4/0 

13/0 



Away from home 

N 

23 

42 

0.0009 


combined 

MEAN, GEO MEAN 

0.061,0.028 

0.017, NA 




SD, SE 

0.0988,0.0206 

0.0217,0.0034 




MEDIAN 

0.021 

0.010 




MIN, MAX 

0.CXI5,0.411 

0.000.0.099 




5%, 95% 

0.010, 0.297 

0.005, 0.062 




4 of D LQ/A LQ Values 

5/0 

1270 



NOTE: Source of exposure to environmental tobacco smoke is from at least one ofthe following: spouse at home, others at home, work, vehicles, other places. 

» Away from home combined refers to exposure from at least one ofthe fallowing: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 


Draft!: 24 July 2002 


Page 223 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438804 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.1.4.2-3 

Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed lo Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 22 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value b 

Week 2 

Harrogate 

TraM-3-hydroxycotinine-O-gIucunmide (atnol/mg Creatinine) 

Spouse at home 

N 

MEAN, CEO MEAN 

i 

0,035,0.035 

58 

0.009, N A 

NA 




SD, SE 

NA, NA 

0.0187,0.0024 





MEDIAN 

0.035 

0.001 





MIN, MAX 

0.035,0.035 

o.noo, dins 





5%, 95% 

NA, NA 

0.000.0.053 





# of BLQ/ALQ Values 

0/0 

17/0 




Others at home 

N 

4 

55 

0.4888 




MEAN, OEO MEAN 

0.013, NA 

0.009, NA 





SD, SE 

0.O191,0.0006 

0.0189,0.0026 





MEDIAN 

0.005 

0.001 





MIN. MAX 

0.000,0.041 

0.000,0.105 





5%, 95% 

0.000,0.041 

0.000,0.053 





# of BLQ/ALQ Values 

1/0 

16/0 




At home combined 

N 

5 

54 

0.1872 




MEAN, GEO MEAN 

0.017, NA 

0.008, NA 





SD, SE 

0.0193, 0.0086 

0.0188,0.0026 





MEDIAN 

0.008 

0.001 





MIN, MAX 

0.000,0.041 

0.000,0.105 





5%, 95% 

0.000,0.041 

0.000,0.053 





# of BLQ/ALQ Values 

1/0 

16/0 




Work 

N 

1 

58 

NA 




MEAN. GEO MEAN 

0.029. 0.029 

0.009, NA 





SD. SE 

NA, NA 

0.0188,0.0025 





MEDIAN 

0.029 

0.001 





MIN, MAX 

0.029,0.029 

0.000,0.105 





5%, 95% 

NA, NA 

U.UOO, U.U53 





# of BLQ/ALQ Values 

0/0 

17/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, othens at home, work, vehicles, otherplaees. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, otherplaees. At home combined refers to at least one of the following: spouse at home, others at home. 
6 P-vaiue from Wilcoxon rank-sum test. 
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PM3006438805 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Witbin 3-Day Period Before Sample Collection 

(Page 23 of 42) 


Analytical Lab 


Timepoint 

Biomarker 

Source of Exposure:' 

Statistic 

Exposed 

Not-exposed 

P-value 1, 

Week 2 

Harrogate 

1 rans-3-hydroxycotinine-O-glucuronfde (nmol/mg Creatinine) 

Vehicles 

N 

MEAN, GEO MEAN 
SD.SE 

MEnrAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.018, NA 

0.0303,0.0175 

0 001 

0.000,0.053 

0.000,0.053 

1/0 

56 

0.009, NA 
0.0183,0.0024 

0.001 

0.000,0.105 

0.000. 0.041 

16/0 

Q.9719 



Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

0.015, NA 

0.0283.0.0087 

0.004 

0.000,0.105 

0.000,0.105 

4/0 

41 

0.007, NA 
0.0123.0.0019 

0.001 

0.000. 0.053 

0.000, 0.035 

13/0 

0.1658 



Away from home 
combined 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

21 

0.017, NA 

0,0278,0.0051 

0.004 

0.U0U, 0.105 

0.000, 0.072 

5/0 

38 

0.005, NA 

0.0093, 0.0015 

0.001 

0.000. 0.041 

0.000, 0.035 

12/0 

0.0387 


Harrogate 

Nicotine-N-glucuronide (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.004,0.003 

0.0007. 0.0005 

0.004 

0.003, 0.004 

0.003. 0.004 

1/0 

61 

0.006, NA 

0.0346, 0.0044 

0.000 

0.000, 0.270 

0.000, O OM 

53/0 

0.0109 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of tbe following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refits to at least one of the following: spouse at home, otheisat home. 
b P-valne from Wilcoxon rank-sum test. 
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PM3006438806 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokcre Exposed and Non-Smokers Not Exposed to Environmental Tubacca Smoke by Souree or Exposure Within 3-Day Period Before Sample Collection 

(Page 24 of 42) 


Analytical l ab 

Tiroepoint _ Bicmarker 


Source of Exposure* _ Statistic _ Exposed _ Not-exposed _ P-value” 


Week 2 Harrogate 

Nieoline-N-glucurcnid« (nmol/mg Creatinine) 

i 


Others at home N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

At home combined N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MTN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

Work N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN. MAX 
5%, 95% 

# of BLQ/ALQ Values 

Vehicles N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
S%, 95% 

# of BLQ/ALQ Values 


4 

59 

0.005, NA 

0.006, NA 

0.0076,0.0038 

0.0351,0.0046 

0002 

0.000 

0.000.0.016 

0.000,0.270 

0.000,0.016 

0.000,0.011 

3/0 

51/0 

6 

57 

0.004, N A 

0.006, NA 

0.0060,0.0024 

0.0358,0.0047 

0.003 

0.000 

0.000.0.016 

0.000,0.270 

0.000,0.016 

0.000,0.011 

4/0 

50/0 

1 

62 

0.005, 0.005 

0 006, NA 

NA, NA 

0.0343,0.0044 

0.005 

0 000 

0.005, 0.005 

0.000,0.270 

NA, NA 

0.000,0.011 

0/0 

54/0 

2 

61 

0.002, NA 

0.006, NA 

0.0028,0.0020 

0.0346,0.0044 

0.002 

0.000 

0.000,0.004 

D.U00,0.270 

0.000,0.004 

0.000,0.011 

1/0 

53/0 


0.1 ISO 


0.0040 


NA 


0 3307 


NOTE: Souree of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

■ Away from home combined refers to exposure from at least one of the following: woik, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 


Draft 1:24 July 2002 


Page 226 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438807 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed andNon-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

t'Page 23 of 42) 


Analytical Lab 

Timepoint _ Biomarker 


Source of Exposure* _ Statistic 


Exposed 


Not-exposed 


P-value* 


Week 2 Harrogate 

Ntcotlne-N-glucuronide (nmol/mg Creatinine) 


Harrogate 

Cotinine-N-glucuronide (nmol/mg Creatinine) 


Other places 


Away from home 
combined 


Spouse at home 


Qthereat home 


N 

18 

45 

MEAN, CEO MEAN 

0.017, NA 

0.001, NA 

SD, SE 

0.0633,0.0149 

0.0028, 0.0004 

MEDIAN 

0.000 

0.000 

MIN, MAX 

0.000.0.270 

0.000.0.016 

5%, 95% 

0.000,0.270 

0.000,0.005 

* of BLQ/ALQ Values 

13/0 

41/0 

N 

21 

42 

MEAN, GEO MEAN 

O.OI5.NA 

0.001, NA 

SD, SE 

0.0585,0.0128 

0.0028,0.0004 

MEDIAN 

0.000 

0.000 

MIN, MAX 

0.000,0.270 

0.000,0.016 

5%. 95% 

0.000,0,017 

0.000,0.003 

# of BLQ/ALQ Values 

14/0 

40/0 

N 

2 

63 

MEAN, GEO MEAN 

0.014,0.013 

0.011, NA 

SD, SE 

0.0049,0.0035 

0.0273,0.0034 

MEDIAN 

0.014 

0.000 

MIN, MAX 

0.010,0.017 

0.000,0.195 

5%, 95% 

0.010,0.017 

0.000,0.043 

# of BLQ/ALQ Values 

0/0 

47/0 

N 

4 

61 

MEAN, GEO MEAN 

0.021,NA 

0.010, NA 

SD, SE 

0.0241,0.0120 

0.0271,0.0035 

MEDIAN 

0.020 

0.000 

MIN, MAX 

0.000,0.045 

0.000,0.195 

5%, 95% 

0.000,0.045 

0.000,0.038 

#ofBLQ/ALQ Values 

2/0 

45/0 


0.0362 


0.0063 


0.1750 


0.2109 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

’ Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilooxon rank-sum test. 
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PM3006438808 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Nor Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 26 of 42) 


Analytical Lab 

Time point _ Biomarker 


Source of Exposure 1 


Statistic 


Exposed _ Not-exposed 


P-value h 


Week 2 Harrogate 

Cotinine-N-glucuronide (nmOt/mg Creatinine) 


At home combined 

N 

5 

59 

0.0629 


MEAN, geo mean 

0.019, N A 

0.010, NA 



SD, SE 

0.0192,0.0078 

0.0275, 0.0036 



MEDIAN 

0.014 

0.000 



MIN, MAX 

0.000,0.045 

0.000,0.195 



5%, 95*/. 

0.000,0.045 

0.000, 0.043 



# of BLQ/ALQ Values 

2/0 

45/0 


Work 

N 

1 

64 

NA 


MEAN, GEO MEAN 

0.043,0.043 

0.010, NA 



SD, SE 

NA.NA 

0.0268, 0.0033 



MEDIAN 

0,043 

0.001 



MIN, MAX 

0.043,0.043 

0.000.0.195 



S%, 95% 

NA.NA 

0.000,0.039 



ff of BLQ/ALQ Values 

0/0 

47/0 


Vehicles 

N 

3 

62 

0.6528 


MEAN. GEO MEAN 

0.008, NA 

0.011,NA 



SD, SE 

0.0100,0.0058 

0.0274,0.0035 



MEDIAN 

0.004 

0.001 



MIN, MAX 

0.000,0.019 

0.000,0.195 



5%, 95% 

0.000,0.019 

0.000,0.043 



# of BLQ/ALQ Values 

1/0 

46/0 


Other places 

N 

20 

45 

0.0010 


MEAN, GEO MEAN 

0.022, NA 

0.006, NA 



SD, SE 

0.0425,0.0095 

0.0140,0.0021 



MEDIAN 

0.011 

0.000 



MIN, MAX 

0.000,0.195 

0.000, 0.058 



5%, 95% 

0.000,0.117 

0.000,0.043 



# of BLQ/ALQ Values 

9/0 

38'0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home. work, vehicles, other places, 

1 Away from home combined re fen to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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PM3006438809 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 27 of 42) 



Analytical Lab 

Source of Exposure 4 

Statistic 

Exposed 

Not-exoosed 

P-Yalue b 

Week 2 

Harrogate 

Cotinine-N-glucurottfde (nmol/mg Creatinine) 

Away from home 

N 

23 

42 

0.0003 



combined 

MEAN. GEO MEAN 

SD, S£ 

MEDIAN 

MIN, MAX 

5%, 95% 

# 0 f BLQfALQ Values 

0.021, NA 

0.0400,0.0083 

0.013 

0.000, 0.195 

0.000, 0.043 

10/0 

0.005, NA 

0 0131,0.0020 

0.000 

0.000,0.058 
0.000,0.039 

37/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, othere at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: wort, vehicles, oiher places. At home combined refers to at least one of the following: spouse at home, othera at home. 


h P-value from Wilcoxon rank-sum test. 
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Timcpoint 


Analytical Lab 
Biomarker 


Source of Exposure* 


Statistic 


Exposed 


Not-exposed 


P-value 


Week 3 Harrogate 


N 


63 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Spouse at home 

2 



MEAN, GEO MEAN 

0.322,0.286 

0.049, 0.036 



SD.SE 

0.2093,0.1480 

0.0500, 0.0063 



MEDtAN 

0.322 

0.033 



MIN. MAX 

0.174. 0.470 

0.011.0.283 



5%, 95% 

0.174, 0.470 

0.017,0.109 



» of BLQ/ALQ Values 

0/0 

0/0 


Others at home 

N 

1 

64 



MEAN, GEO MEAN 

0.094, 0.094 

0.056, 0.038 



SD. SE 

NA, NA 

0.0738, 0.0092 



MEDIAN 

0.094 

0.033 



MIN, MAX 

0.094,0.094 

0.011, 0.470 



5%, 95% 

NA, NA 

0.017, 0.174 



# of BLQ/ALQ Values 

0/0 

0/0 


At home combined 

N 

3 

62 



MEAN, GEO MEAN 

0.246,0.197 

0.048,0.036 



SD, SE 

0.1981.0.1144 

0.0501,0.0064 



MEDIAN 

0.174 

0.033 



MIN, MAX 

0.094,0.470 

0.011,0283 



5%, 95% 

0.094,0.470 

0.017,0.109 



ff Of BLQ/ALQ Values 

0/0 

0/0 


Work 

N 

5 

60 



ME4N, GEO MEAN 

0.064,0.053 

0.056,0.038 



SD, SE 

0.0367,0.0164 

0.0757,0.0098 



MEDIAN 

0.051 

0.033 



MIN. MAX 

0.016,0.109 

0.011,0.470 



5%, 95% 

0.016,0.109 

0.017, 0.224 



# of BLQ/ALQ Values 

0/0 

0/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

i Away f rom home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 


0.0199 


NA 


0.0068 


0.2782 
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Analytical Lab 

Timepoint _ Biomarker 


Week 3 Harrogate 

Sum of Nicotine and Nicotine metabolite! {nmol/mg Creatinine) 


Harrogate 

Nicotine (nmol/mg Creatinine) 


Source of Exposure' 

Statistic 

Exposed 

Not-exposed 

Vehicles 

N 

1 

64 


MEAN, GEO MEAN 

0.470, 0.470 

0.050,0.037 


SD, SE 

NA, NA 

0,0521,0.0065 


MEDIAN 

0.470 

0.033 


MIN. MAX 

0.470, 0.470 

0.011.0.283 


5%, 95% 

NA, NA 

0.017,0.139 


# of BLQ/ALQ Values 

0/0 

0/0 

Other places 

N 

10 

55 


MEAN, GEO MEAN 

0.082, 0.056 

0.052,0.036 


SD, SE 

0.0811,0.0256 

0.0717,0.0097 


MEDIAN 

0.062 

0.033 


MIN, MAX 

0,017,0.283 

0.011,0.470 


5%, 95% 

0.017,0.283 

0.017,0.174 


# of BLQ/ALQ Values 

0/0 

WO 

Away from home 

N 

15 

50 

combined 

MEAN, GEO MEAN 

0.100.0.061 

0.044.0.034 


SD, SE 

0.1228,0.0317 

0.0444,0.0063 


MEDIAN 

0.054 

0.033 


MIN. MAX 

0 016, 0.470 

0.011,0.274 


5%, 95% 

0.016, 0.470 

0.017,0.107 


# of BLQ/ALQ Values 

0/0 

(VO 

Spouse at home 

N 

2 

63 


MEAN, GEO MEAN 

0.034, 0.030 

0.010, NA 


SD, SE 

0.0219,0.0155 

0.0059,0.0007 


MEDIAN 

0.034 

0.006 


MIN, MAX 

0.018,0.049 

0,000,0.031 


5%, 95% 

0.018, 0.049 

0.000.0.018 


# of BLQ/ALQ Values 

0/0 

57/0 


P-value* 


NA 


0.1408 


0.0420 


0.0204 


NOTE: Source of exposure to environmental tobacco smoke is from at leasl one of the following: spouse at home, others at home, work, vehicles, other places. 

' Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
“ P-value from Wilcoxon rank-sum test. 
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_ 

> Analytical Lab 

Timepoint _ Biomarker _ Source of Exposure* _ Statistic _ Exposed _ Nor-exposed _ P-value 6 


Harrogate 

Nicotine (nmol/mg Creatinine) 

Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBLQ/ALQ Values 

0.012, 0.012 

NA, NA 

0.012 

0.012, 0.012 

NA, NA 

NO 

64 

0.010, NA 
0,0077,0.0010 

0.006 

0.000.0.049 
0.000,0.025 

56/0 

NA 


Ai home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ffofBLQ/ALQ Values 

3 

0.026, 0.022 
0.0199,0.0115 

0.018 

0012,0049 

0012,0.049 

1/0 

62 

0.010, NA 
0.0059,0.0008 

0.006 

0.000,0.031 

0.000,0.018 

56/0 

0,0218 


Work 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.01 l.NA 

0.0066.0.0029 

0.012 

0.000,0.018 
0.000,0018 

3/0 

60 

0.010. NA 

0.0078. 0.0010 

0.006 

0.000,0.049 

0.003,0.025 

54/0 

0.4444 


Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

It of BLQ/ALQ Values 

1 

0.049.0049 

NA, NA 

0.049 

0.049,0.049 

NA, NA 

0/0 

64 

0.010, NA 

0,0059,0.0007 

0.006 

0.000,0.031 

0.000,0.018 

57/0 

NA 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home. work, vehicles, other places. 

“ Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Time point 

Analytical Lab 

Biomaifcer 

Source of Exnosure* 

Statistic 

Exposed 

Not-exposed 

P-value b 

Week 3 

Harrogate 

Nicotine (nmol/mg Creatinine) 

Other places 

N 

MEAN, OEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

4 of BLQ/ALQ Values 

1U 

0 007, NA 

0.0038,0.0012 

0.006 

0.000. 0.012 

0.000, 0.012 

9/0 

55 

0.01I.NA 

0.0080.0.0011 

0.012 

0.000.0.049 

0.000,0.025 

4&/0 

0.1216 



Away from borne 
combined 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MTN, MAX 

5%, 95% 

9 of BLQ/ALQ Values 

15 

0.011, NA 
0.0116,0.0030 

0.006 

0.000, 0,049 

0.000,0.049 

11/0 

50 

0010.NA 

0.0061,0.0009 

0.009 

0.000,0.031 

0.006,0.025 

46/0 

0.6227 


1 larTOgate 

Cotinine (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

2 

0.054,0.047 
0.0361,0.0255 

U.054 

0.028,0.079 

0.028,0.079 

0/0 

63 

0.011,NA 

0.0090,0.00! 1 

0.006 

0.000,0.051 

0.006, 0.023 

50/0 

0.0146 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

0.011,001! 

NA. NA 

0.011 

0.011,0.011 

NA, NA 

0/0 

64 

0.012, NA 

0.0125, O.UO 16 

0.009 

0.000,0 079 

0.006, 0.028 

50/0 

NA 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, wort, vehicles, other places. 

' Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home, 
• P-value from Wilcoxon rank-sum test. 
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Analytical Lab 

Timepoint _ Biomarker 


Source of Exposure" _ Statistic _ Exposed _ Not-exposed _ P-value b 


Cotinine (nmol/mg Creatinine] 

At home combined 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.039,0.929 

0.0354.0.0204 

0.028 

0.011,0.079 

0.011.0.079 

010 

62 

0.011, NA 
0.0090,0.0011 

0.006 

0.000.0.051 

0.006,0.023 

50/0 

0.0200 


work 

N 

MEAN, QEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.010, NA 
0.0073,0.0033 

0.011 

0.000.0.017 

0.000,0.017 

3/0 

60 

0.012, NA 
0.0127,0.0016 

0.009 

0,000,0.079 

0,006, 0.040 

47/0 

0.8536 


Vehicles 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5X95% 

# of BLQ/ALQ Values 

0.079, 0.079 

NA, NA 

0.079 

0.079, 0.079 

NA, NA 

0/0 

64 

0.0M.NA 

0 0091,0001! 

0.009 

0,000,0.051 

0.006,0.028 

50/0 

NA 


Other places 

N 

MEAN. GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5X95% 

# of BLQ/ALQ Values 

10 

0.014,0.010 

0.0138,0.0044 

0.009 

0,006,0.051 
0.006,0.051 

5/0 

55 

0.012, NA 
0.0122,0.0016 

0.011 

0.000,0.079 

0.006, 0.028 

45/0 

0.7480 


NOTE: Source of exposure to environmental tobacco smoke is fmm at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Analytical Lab 

Time point _ Biomarker 


Source of Exposure* 


Statistic 


Exposed 


Not-exposed 


P-value 


Cotinfne (nmol/mg Creatinine) 

Away from home 

N 

15 

SO 

0.4381 


combined 

MEAN, OHO MEAN 

0.017, NA 

9.0)1, NA 




SD, SE 

0.0209,0.0054 

0.0081,0.0012 




MEDIAN 

0.011 

0.009 




MIN. MAX 

0.000,0.079 

0.000, 0.051 




5%, 95% 

0.000,0.079 

0.006, 0.028 




# of BLQ/ALQ Values 

7/0 

43/0 


Harrogate 






Trans-3-hydroxycotininc (nmoL'mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0178 



MEAN. GEO MEAN 

0.151,0.137 

0.0IS, 0.012 




SD, SE 

0.0884.0.0625 

0.0203. 0.0026 




MEDIAN 

0.151 

0.010 




MIN, MAX 

0.088,0.213 

0.005,0.114 




5%, 95% 

0.088,0.213 

0.005, 0.042 




H of BLQ/ALQ Values 

0/0 

30/0 



Other* at home 

N 

1 

64 

NA 



MEAN. GEO MEAN 

0.026.0.026 

0.022, 0.013 




SD, SE 

NA, NA 

0.0328, 0.0041 




MEDIAN 

0 026 

0.010 




MIN. MAX 

0.026.0.026 

0.005,0.213 




5%, 95% 

NA, NA 

0.005, 0.088 




# of BLQ/ALQ Values 

0/0 

30/0 



At home combined 

N 

3 

62 

0.0104 



MEAN, GEO MEAN 

0.109,0.079 

0.018,0.012 




SD.SE 

0.0953,0.0550 

0.0205,0.0026 




MEDIAN 

0.088 

0.010 




MIN, MAX 

0.026,0.213 

0.005,0.114 




5%, 95% 

0.026,0.213 

0.005,0.042 




it of BLQ/ALQ Values 

0/0 

30/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Trmepoint 

Analytical Lab 

Binmarker 

Source of Exposure* 

Statistic 

Exposed 

Nol-eaposed 

P-value 1 

Week 3 

Harrogate 

Trarw-3-hydroxycQtinine (nmol/mg Creatinine) 

Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.019,0.015 

0.0125,0.0056 

0.016 

0 005,0 036 
0.005,0.036 

0/0 

60 

0.022,0.013 

0.0337,0.0043 

0.010 

0.005, 0213 

0.005,0.09! 

30/0 

0.5174 



Vehicles 

N 

MEAN, OEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

1 

0.213,0.213 

NA, NA 

0213 

0.213.0.213 

NA, NA 

0/0 

64 

0.019,0.012 

0.0220,0.0028 

0.010 

0.005.0.114 

0.005,0.073 

30/0 

NA 



Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#0fBLQ/AL0 Values 

to 

0.035,0.023 

0 0346.0 0109 

0.024 

0.005.0.114 

0.005,0.114 

0/0 

55 

0.019,0.012 

0 0319,0 0043 

0.010 

0.005.0213 

0.005,0.088 

30/0 

0.0410 



Away from home 
combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

tt of BLQ/ALQ Values 

15 

0.041,0.022 

0.0560,0.0145 

0.021 

0.005,0.213 

0.005,0.213 

0/0 

50 

0.016, 0.011 
0.0183,0.0026 

0.010 

0.005.0.094 

0.005, 0.042 

30/0 

0.0208 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home. work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-valuc from Wilcoxon rank-sum test. 
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Analytical Lab 

Time point Biomarker 

Source of Exposure' 

Statistic 

Exposed 

Not-exposed 

P-value h 

Week 3 Harrogate 

Trans-3-hydroxycorinine-O-gliiciironide (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 55% 

#of BLQ/ALQ Values 

2 

0.035,0.031 

0,0219,0.0155 

0.035 

0.019,0.050 

0.019,0.050 

0/0 

59 

0.004, NA 

0.0082.0.0011 

0.001 

0 000,0.040 

0.000, 0.030 

30/0 

0.0172 


Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Vaiues 

1 

0.012,0.012 

NA.NA 

0.012 

0.012.0.012 

NA, NA 

0/0 

60 

0.005, NA 
0.0102,0.0013 

0.001 

0.000,0.050 

0.000, 0.032 

30/0 

NA 


Ai home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.027, 0.023 

0.0202, 0.0117 

0.019 

0.012,0.050 

0.012,0.050 

0/0 

58 

0.004, NA 

0.0082, 0.0011 

0.001 

0.000, 0.040 
0.000,0.030 

30/0 

0.0052 


Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5% 95% 

tt of BLQ/ALQ Values 

4 

0,000, (1.003 

0.0080,0.0040 

0.003 

0.001,0.018 

0.001,0.018 

0/0 

57 

0.005, NA 

0.0103,0.0014 

0.000 

0.000,0.050 

0.000, 0.034 

30/0 

0.1555 


NOTE; Source of exposure to environmental tobacco smoke Is firm at least one of the following; spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refets to at least one of the following; spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 


Draft 1:24 July 2002 


Page 237 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438818 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-L)ay Period Before Sample Collection 

(Page 36 of 42) 


Timepoint 

Analytical Lab 

Biomaricer 

Source of Exposure * 

Statistic 

Exposed 

Not-exposed 

P-value 1 

Week 3 

Harrogate 

frans-J-tiyclroKycotintne-O-glucui'G elide(nmol/mg Creatinine) 

Vehicles 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

i 

0.050, 0.050 

NA, NA 

0.050 

0.050, 0.050 

NA, NA 

0/0 

60 

0.004, NA 

0.0083,0.0011 

0.001 

0.000. 0.040 

0.000,0.025 

30/0 

NA 



Other places 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

9 

0.01 2, NA 

0.0125, 0.0042 

0.009 

0.000, 0.034 

0.000, 0.034 

0/0 

52 

0.004, NA 

0.0092, 0.0013 

0.000 

0.000,0.050 

0.000, 0.019 

30/0 

0.0022 



Away from home 
combined 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#t of BLQ/ALQ Values 

13 

0.013. NA 

0.0158,0,0044 

0,004 

0.000, 0.050 

0.000,0.050 

0/0 

48 

0,003. NA 

0.0067,0.0010 

0.000 

0.000, 0.040 

0.000,0.012 

30/0 

0.0003 


Harrogate 

Nlcntfiw-N-gliicnronlde (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 
SU.SL 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.012,0.000 

U.U 134,0.0095 

0.012 

0.002, 0.021 

0.002,0021 

0/0 

63 

0.001, NA 

0.01)24,0.0003 

0.000 

0.000,0.011 
o.ooa, o.noA 

57/0 

0.0065 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h revalue from Wilcoxon rank-sum test. 
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Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 37 of 42) 


Analytical Lab 


Timepoint 

Biomaikcr 

Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-value b 

Week 3 

Harrogate 

Nfcotine-N-gluetironide (nmol/mg Creatinine) 

Others at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 93% 

# of BLQ/ALQ Values 

i 

0.004,0.004 
NA,NA 

0.004 

0,004,0.004 

NA, NA 

1/0 

64 

0.001, NA 

0.0034, 0.0004 

0.000 

0.000, 0.021 

0.000, 0,008 

56/0 

NA 



At home combined 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.009, 0.006 
0.0104,0.0060 

0.004 

0.002, 0.021 
0.002,0.021 

1/0 

62 

0.001, N A 

0.0024, 0.0003 

0.000 

0.000,0.011 

0.000, 0.006 

56/0 

0.0009 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.003, NA 

0.0050.0.0022 

0.000 

0.000,0.011 

0.000, 0.011 

3/0 

60 

0.001, NA 

0.0033,0,0004 

0.000 

0,000,0.021 

0.000, 0.007 

54/0 

0.2113 



Vehicles 

N 

ME AN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

« of BLQ/ALQ Values 

1 

0.021,0.021 

NA, NA 

0.021 

0.021.0.021 

NA, NA 

0/0 

64 

0.001, NA 

0.0024, 0.0003 

0.000 

0.000, 0,011 

0.000, 0.006 

57/0 

NA 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places, 

* Away from home combined refers to exposure from at least one of the following: work, vehicles. Other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 3 8 of 42) 


Timepoint 

Analytical Lab 

Blomarfcer 

Source of Exposure 3 

Statistic 

Exposed 

Not-exoosed 

P-value 11 

Week 3 

Harrogate 

Nkotine-N-glucnronide (oraol/mg Creatinine) 

Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBLQ/ALQ Values 

10 

0.002, NA 

0.0026, 0.0008 

0.000 

0.000, 0006 

0.000, 0.006 

9/0 

55 

0.001, N A 

0.0036,0.0005 

0.000 

o non, 0.021 

0.000,0.008 

48/0 

0.1390 



Away from home 
combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

15 

0.004, NA 

0.0058, 0.0015 

0.000 

0.000, 0.021 

0.000, 0.021 

II/O 

50 

0.001, NA 
0.0017.0.0002 

0.000 

0.000.0.008 

0.000,0.004 

46/0 

0.0036 


Harrogate 

Cotinine-N-glucurcnfde (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5% 95% 

tt of BLQ/ALQ Values 

2 

0.034,0.024 

0.0332,0.0235 

0.034 

0.010, 0.057 

0.010, 0.057 

0/0 

63 

0.006, NA 
0.0131,0.0016 

0.000 

0.000, 0.067 

0.000, 0.028 
son 

0.0298 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

0.027,0.027 

NA. NA 

0.027 

0.027, 0.027 

NA, NA 

0/0 

64 

0.006, NA 

0.0142. 0.0018 

0.000 

0.000, 0.067 

0.000, 0.035 

50/0 

NA 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

* P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure WitJiin 3-Day Period Before Sample Collection 

(Page 39 of 42) 


Timepoint 

Analytical Lab 

Biomaiiccr 

Source of Exposure' 

Statistic 

Exposed 

Not-exoosed 

P-value” 

Week 3 

Harrogate 

Cotinine-N-glueuronide (nrool/mg Creatinine) 

At home combined 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.031,0.025 

0.0238,0.0137 

0.027 

0010,0057 

0.010,0.057 

0/0 

62 

0.005, NA 

0.0129, 0.0016 

0.000 

0.000. 0.067 

0.000, 0.028 

50/0 

0.0057 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.014, NA 

0.0148,0.0066 

0.011 

0.000,0.035 

0.000,0.035 

3/0 

60 

0.006, NA 
0.0143,0.0018 

0.000 

0.000, 0.067 

0.000, 0,043 

47/0 

0.0341 



Vehicles 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

0.057,0.057 

NA, NA 

0.057 

0.057,0.057 

NA.NA 

0/0 

64 

0.006, NA 
0.0130,0.0016 

0.000 

0.000, 0.067 

0.000, 0.028 

50/0 

NA 



Other places 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 9554 

# of BLQ/ALQ Values 

10 

0.016. NA 
0.0210,0.0067 

0.010 

0.000,0.067 

0.000,0,067 

510 

55 

0.005. NA 
0.0123,0.0017 

0.000 

0.000,0.060 

0.000, 0.028 

45/0 

0.0076 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, otherplaces. 

“ Away from home combined refers to exposure from at least one of the following: work, vehicles, otherplaces. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 40 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure' 

Statistic 

Exposed 

Not-exposed 

P-vslue b 

Week 3 

Harrogate 

Cotiiilne-N-glucurooide (nmol/tng Creatinine) 

Away from home 

N 

15 

50 

0.0003 



combined 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

0.017, NA 

0.0210.0.0054 

0.011 

0.000, 0.067 

0.000, 0.067 

7/0 

0.003, NA 
0.0101,0.0014 

0.000 

0.000.0.060 

0.000,0.027 

43/0 



NOTE: Source of exposure to environmental tobacco smoke is from al least one of the following; spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-vafue from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 41 of421 


Analytical Lab 

Timepoint _ Biomarker 


Source of Exposure* _ Statistic 


Exposed _ Not-exposed _P -value 11 


Week 6 Harrogate 

4-Aminobiphenyl-Hb adduct (pg/g hemoglobin) 


Spouse at home N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

□there at home N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

Al home combined N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ values 

Work N 

MEAN. GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 


2 

63 

14.12, 13.91 

8.64, 7.82 

3.373,2.385 

4.510,0.568 

14.12 

7.37 

11.73.16 SO 

4 09. 27.86 

11.73,16.50 

4.35,15.91 

0/0 

0/0 

1 

64 

9.65,9.65 

8.80, 7.94 

NA, NA 

4.594, 0.574 

9.65 

7.44 

9.65,9.65 

4.09,27.86 

NA, NA 

4.36,16.50 

0/0 

0/0 

3 

62 

12.63,12.32 

8.62, 7.79 

3.512.2.028 

4 545.0.577 

11.73 

7.36 

9.65,16.50 

4.09,27.86 

9.65,16.50 

4.36,15.91 

0/0 

0/0 

3 

62 

8.01.7.57 

8.85.7.98 

3.360,1.940 

4.627,0.588 

7.12 

7.52 

5.19,11.73 

4.09.27.86 

5.19,11.73 

4.36,16.50 

0/0 

0/0 


0.0551 


NA 


0.0406 


0.9129 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home. work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. Al home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Stnokens Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

{Page 42 of 42) 


Timepoint 

Analytical Lah 

Biomafker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value* 

Week 6 

Harrogate 







4-Aminobiphenyl-Hb adduct (pg/g hemoglobin) 

Vehicles 

N 

3 

62 

02949 




MEAN, GEO MEAN 

9.47,9.30 

8.78. 7.90 





SD, SE 

2.184,1261 

4.651,0.591 





MEDIAN 

9.31 

7.43 





MIN. MAX 

7.37,11.73 

4.09.27.86 





5%, 95% 

7,37,11.73 

4.36,16.50 





#of BLQ/ALQ Values 

m 

Q/0 




Other places 

N 

19 

46 

1.0000 




MEAN, GEO MEAN 

9.30, 8.12 

8.61,7.89 





SD, SE 

6.063, 1.391 

3.836. 0.566 





MEDIAN 

7.35 

7.52 





MIN, MAX 

4.31,27.86 

4.09,20.64 





5%, 95% 

4.31,27.86 

4.36,15.91 





# of SLQ/ALQ Values 

0/0 

Q/0 




Away from home 

N 

21 

44 

0.9497 



combined 








MEAN. GEO MEAN 

9.10,8.03 

8.67, 7.93 





SD, SE 

5.785, 1 262 

3.913,0.590 





MEDIAN 

7.35 

7.62 





MIN, MAX 

4.31.27.86 

4.09.20.64 





5%, 95% 

4.49,22.67 

4.36, 15.91 





# of BLQ/ALQ Values 

0/0 

0/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least me of the following: spouse at home, others at home, work, vehicles, other places. 

' Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon tank-sum test. 


Draft 1: 24 July 2002 


Page 244 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438825 


i • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to EnvinonnKnUI Tobacco Smoke by Source of Exposure Within 3-Momh Period Before Sample Collection at Enrollment 

(Page 1 of 16) 


Analytical Lab 

Biomarker _ Source of Exposure* _ Statistic _ Exposed _ Not-exposed _ P-value 1 * 


Harrogate 

4-AminoMphenyI-Hb adduct (pg/g hemoglobin) 


Spouse at home 

N 

2 

63 

0.1656 


MEAN, GEO MEAN 

9.17,9.15 

7.22, 6.44 



5D.SE 

0.S56, 0.605 

3.755, 0.473 



MEDIAN 

9.17 

6.54 



MTN, MAX 

8 56, 9.77 

2.49.23 25 



5%. 95% 

8.56, 9.77 

3.12,13.59 



# of BLQ/ALQ Values 

0/0 

0/0 


Others at home 

N 

7 

58 

U.0865 


MEAN, GEO MEAN 

8.98, 8.56 

7.07. 6.30 



SD, SE 

3.036, 1.147 

3.756, 0.493 



MEDIAN 

8 31 

6.52 



MIN, MAX 

5.47, 13.87 

2.49,23.25 



5%, 95% 

5.47,13.87 

2.95,13.59 



# of BLQ/ALQ Values 

0/0 

0/0 


At home combined 

N 

9 

56 

0.0250 


MEAN, GEO MEAN 

9.02, 8.69 

7.00, 6.22 



SD, SE 

2.648,0 883 

3.801,0.508 



MEDIAN 

8.56 

6.37 



MIN, MAX 

5.47,13.87 

2.49,23.25 



5%, 95% 

5.47,13 87 

2.95,13.59 



# of BLQ/ALQ Values 

U/U 

WO 


Work 

N 

4 

61 

0.5391 


MEAN. GEO MEAN 

8.05, 7.13 

7.23, 6.48 



SD, SE 

3.839. 1,920 

3.731.0,478 



MEDIAN 

8.80 

6.54 



MIN, MAX 

2.95,11.63 

2.49,23.25 



5%, 95% 

2.95,11.63 

3.21, 13.59 



ft of BLQ/ALQ Values 

0/0 

0/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomaiker data used. 

“ Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 


Draft 1: 24 July 2002 


Page 245 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438826 


Protocol No. PM-8450 

Covance CRU Study No. 12225-8450 


Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 2 of 16) 


Analytical Lab 
Biomarker 


Source of Exposure* _ Statistic 


Exposed 


Not-exposed 


P-value h 


Harrogate 






4-AminohIphenyl-Hb adduct (pg/g hemoglobin) 

Vehicles 

N 

4 

61 

0.1947 



MEAN, GEO MEAN 

8.80, 8.48 

7.18,6.40 




SD, SE 

2.600, 1.300 

3.768, 0.482 




MEDIAN 

9.04 

6.54 




MIN. MAX 

5.47, 11.63 

2.49,23.25 




5%, 95% 

5.47,11,63 

3.12,13.59 




#ofBLQ/ALQ Values 

(VO 

0/0 



Other places 

N 

21 

44 

0.4787 



MEAN,GEO MEAN 

7.59, 6 86 

7.13,6.35 




SD, SE 

3.461,0.755 

3.857,0.581 




MEDIAN 

6.95 

6.54 




MIN, MAX 

2.95,13.87 

2.49,23.25 




5%, 95% 

3.94,13.59 

3.12,12.31 




#ofBLQ/ALQ Values 

0/0 

0/0 



Away from home combined 

N 

25 

40 

0.2777 



MEAN, GEO MEAN 

7.63, 6.98 

7.06,6-24 




SD, SE 

3.239. 0.648 

4.004, 0.633 




MEDIAN 

7.34 

6.52 




MIN, MAX 

2.95,13.87 

2.49,23.25 




5%, 95% 

3.94,13.59 

.3.01,14.84 




# of BLQ/ALQ Values 

0/0 

0/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, woik, vehicles, other places. 

Week 1 biomarker data used 

* Away from home combined refers to exposure from at least one of the -following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 3 of 16) 


Analytical Lab 

Biomariter 

Source of Exposure* 

Statistic 

Exposed 

Not-cxposed 

P-value b 

Harrogate 

Sum of Nicotine and Nicotine metabolites (nmof/mg Creatinine) 

Spouse at home 

N 

MEAN, CEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

3%, 95% 

#ofBLQ/ALQ Values 

2 

0.308,0.275 

0.1966,0.1390 

0.308 

0.169.0.447 

0.169,0.447 

0/0 

63 

0.065, NA 

0.1100,0.0139 

0033 

0 000, 0.677 
0.017,0.306 

0/0 

0,0331 


Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

if Of Bi.Q/ALQ Values 

7 

0.184.0.087 

0.2444,0.0924 

0.051 

0.017,0.677 

0.017.0.677 

0/0 

58 

0.059, NA 

0.0886,0.0116 

0.033 

0.000.0.447 

0.016.0.306 

0/0 

0.0584 


At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

ff of BLQ/ALQ Values 

9 

0212,0.112 

0.2293,0.0764 

0.127 

0.017,0.677 

0.017,0.677 

0/0 

56 

0.051, NA 
0.0715,0.0096 

0.033 

0.000.0.430 

0.016,0.183 

0/0 

0.0055 


Work 

N 

MEAN.GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

4 

0.059, 0.043 

0.0534,0.0267 

0.041 

0.016,0.136 
0.016,0.136 

0/0 

61 

0.074, NA 
0.1221,0.0156 

0.033 

0.000,0.677 

0.017,0.340 

0/0 

0.8903 


NOTE: Source of exposure to environmental tobacco smoke is fmm at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week I hiomarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one ofthe following: spouse at home, others « home. 
k P-value from Wilcoxon rank-sum test. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Noi Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 5 of 16) 


Analytical T^b 

BiomaAer 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value h 

Harrogate 

Nicotine (nmol/nig Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.043, 0.041 
0.0170,0.0120 

0.043 

0.031,0.055 

0.031,0.055 

0/0 

63 

0.019, NA 
0.0463,0.0058 

0.006 

0.000,0.271 

0.000,0.074 

51/0 

0.027! 


Others ar home 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.056,0.021 

0.0913,0,0345 

0.012 

0.006,0253 

0.006,0.253 

4/0 

58 

0.015, NA 
0.0361,0.0047 

0.006 

0000,0.271 

0.000,0.055 

47/0 

0.0761 


At home combined 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

n of BLQ/ALQ Values 

9 

0.053.0.025 

0.0795.0 0265 

0.01S 

0.006.0.253 
0.006.0.253 

4/0 

56 

0.014, NA 
0.0363.0.0048 

0.006 

0.000,0.271 

0,000.0.018 

47/0 

0.0068 


Work 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.006. NA 
0.0049,0.0024 

0.006 

0.000.0.012 
0.000,0.012 

3/0 

61 

0.021. NA 

0.0472,0.0060 

0.012 

0.000.0.271 

0.006,0.074 

48/0 

0.1707 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 


Week 1 biomaiker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

* P-value from Wilcoxon rank-sum test. 


Draft 1: 24 July 2002 


Page 249 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438830 


RSR 
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Covance CRU Study No. 12226-8450 


Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month period Before Sample Collection at Enrollment 

(Page 6 of 16) 


Analytical Lab 

Biomaiker 

Source of Eroosure' 

Statistic 

Exposed 

Not-ex posed 

P-value b 

Harrogate 

Nicotine (nmol/mg Creatinine) 

Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.041,0.027 

0.0364,0.0182 

0.037 

0.006. 0 086 

0.006, 0.086 

2/0 

61 

0.018, NA 

0.0463,0.0059 

0.006 

0.000, 0.271 

0.000,0.031 

49/0 

0,0491 


Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

21 

0.026, NA 

0.0589, 0.0128 

0.006 

0.000,0.271 

0.006, 0.074 

14/0 

44 

0.017, NA 

0.0386, 0.0058 

0.012 

0.000, 0.253 

0.000,0.031 

37/0 

0.8106 


Away from home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MrN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

25 

0.026, NA 

0 0555, 0 0111 

0.006 

0,000, 0.271 

0.000,0.086 

16/0 

40 

0.016, N A 

0.03B9. 0.0061 

0.012 

0.000,0.253 

0.003,0.025 

35/0 

0.9254 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 


Week 1 biomarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home. others at home. 
h P-valu« from Wilcoxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page7ofl6) 


Analytical Lab 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value" 

Harrogate 

Cotfnlne (nmol/'mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD,SE 

MEDfAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.034, 0.032 
0.0156,0.0110 

0.034 

0.023,0.045 

0.023,0.045 

0/0 

63 

0.013, NA 
0.0170.0.0021 

0.006 

0,000,0.114 

0000,0.051 

49/0 

0.0308 


Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.032, 0.017 

0.0404, 0.0153 

0.011 

0.006, 0.114 
0.006,0.114 

4/0 

58 

0.011, NA 
0.0108,0.0014 

0.006 

0.000,0.057 

0.000,0.045 

45/0 

0.0853 


At home combined 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

9 

0.032, 0.020 

0.0355, 0.0118 

0.017 

0.006,0.114 

0.006, 0.114 

4/0 

56 

0.010, NA 
0.0098,0.0013 

0.006 

0.000,0.057 

0.000,0.028 

45/0 

0.0084 


Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

4 

0.009, NA 

0.0072, 0.0036 

0.009 

0.000, 0.017 
0.000,0.017 

3/0 

61 

0.014, NA 

0.0177,0.0023 

0.006 

0.000,0.114 

0.006, 0.051 

46/0 

0.7387 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, olher places. 


Week 1 biomarter data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

* P-value from Wilcoxon rank-sum test 
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Covance CRU Study No. 12226-8450 


Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 8 of 16) 


Analytical Lab 
_Biomarker 


Source of Exposure 1 


Statistic 


Exposed 


Not-exposed 


P-value * 1 


Harrogate 

Codnine (nmol/mg Crest! nine) 

Vehicles 

N 

MEAN. GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.031,0.023 

0.0238,0.0119 

0 031 

0.006,0.057 

0.006,0.057 

2/0 

61 

0.012, NA 
0.0164,0.0021 

0.006 

0.000, 0.114 

0.000. 0.028 

47/0 

0.0537 


Other places 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

21 

0.014, NA 
0.0161,0.0035 

0.006 

0.000.0.057 

0.006,0.051 

13/0 

44 

0.013, NA 
0.0180,0.0027 

0.011 

0.000.0.114 

0.000,0.028 

36/0 

0.4742 


Away from home combined 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5% 95% 

# of BLQ/ALQ Values 

25 

0.015, NA 
0.0173,0.0035 

0.006 

0.000,0.057 

0.000,0.057 

15/0 

40 

0.012, NA 
0.0174,0.0027 

0.011 

0.000,0.114 

0.003,0.026 

34/0 

0.9657 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following; spouse at hottte, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, otherplaces At home combined refers to at least one of the following: spoilt at home, others ar home 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1 4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 4 of 16) 


Analytical Lab . 

Biomatker_ Source ofExposurc* _ Statistic _ Exposed _ Nol-exposed _ P-value 


Harrogate 

Trans-3-hydroxycotininf (nmoiymg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

2 

0.149,0.131 

63 

0.022, NA 



SD,SE 

0.0997,0.0705 

0.0338,0.0043 



MEDIAN 

0.149 

0.010 



MIN. MAX 

0.078,0.219 

0.000,0.187 



5 %, 95 % 

0.078,0.219 

0.005.0 083 



# of BLQ/ALQ Values 

0/0 

22/0 


Others at home 

N 

7 

58 



MEAN, GEO MEAN 

0.063,0.029 

0.021, NA 



SD,SE 

0.0785,0.0297 

0.0335,0.0044 



MEDIAN 

0.016 

0.010 



MIN, MAX 

0.005,0.187 

0.000,0.219 



5%, 95% 

0.005,0.187 

0.005,0.083 



# of BLQ/ALQ Values 

2/0 

20/0 


At home ujinbineU 

N 

9 

56 



MEAN, GEO MEAN 

0.082, 0.040 

0.017, NA 



sn, se 

0.0854, 0.0285 

0.0192.0.0026 



MEDIAN 

0.042 

0,010 



MIN, MAX 

0.005,0.219 

0,000,0.099 



5%, 95% 

0.005,0.219 

0.005.0.068 



# of BLQ/ALQ Values 

2/0 

20/0 


Work 

N 

4 

61 



MEAN, GEO MEAN 

0.02.7,0.015 

0.026. NA 



SD, SE 

0.0262,0.0131 

0.0428,0.0055 



MEDIAN 

0.013 

0.0! 0 



MIN, MAX 

0.005.0,052 

0.000,0.219 



5%, 95% 

0.005, 0,062 

0.005, 0.099 



# of BLQ/ALQ Values 

1/0 

21/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week I biomarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 


0.0228 


0.0993 


0.0086 


0.8557 
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Tabic 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed 10 Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 10 of 16) 


Analytical Lab 

Biotnaiker 

Source of ExDOSure' 

Statistic 

Exposed 

Not-exDosed 

P-vaIue b 

Harrogate 

Trans-3-hydroxycotinine (nmol/rag Creatinine) 

Vehicles 

N 

MEAN, GEO MEAN 

SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.110,0.057 

0.1088, 0.0544 

0.102 

0.016,0.219 

0.016,0.219 

1/0 

61 

0.020, NA 

0.0278,0.0036 

0.010 

0.000, 0.166 

0.005, 0.078 

21/0 

0.0210 


Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

21 

0.034,0.018 

0.0498,0.0109 

0 016 

0.005,0.219 

0.005,0.099 

3/0 

44 

0.022, NA 

0.0374, 0 0056 

0.010 

0.000, 0.187 

0.005, 0.078 

19/0 

0,0481 


Away from home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

25 

0.039. 0.020 
0.0556,0.0111 

0.016 

0.005,0.219 

0.005,0.187 

4/0 

40 

0.017, NA 

0.0277,0.0044 

0.010 

0.000,0.166 

0.005,0.060 

18/0 

0.0126 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

* Away fmm home combined refers to exposure from at least one of the following: work. vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxcm rank-sum test. 
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Table 14,1,4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Net Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page II of!6) 


Analytical Lab 

Biomarker _ Source of Exposure* _ Statistic _ Exposed _ Not-exposed _ P-value* 


Harrogate 

Trjns-3-hydroxycotinine-O-glucuronide (nrool/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

#ofBLQ/ALQ Values 

2 

0.039, 0.036 
0.0198,0,0140 

0.039 

0.025,0.053 
0.025,0.053 

0/0 

5! 

0.005, NA 

0.0090, 0.0013 

0.001 

0.000, 0.051 

0.000,0.018 

22/0 

0.0198 

j 

Others at home 

N 

MEAN, GEO MEAN 

SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

SofBLQ/ALQ Values 

7 

0.010, NA 

0.0184, 0.0069 

0003 

0.000, 0.051 

0.000,0.051 

2/0 

46 

0.006, NA 

O.OlOt, 0.001 S 

0.001 

0.000, 0.053 

0.000, 0.025 

20/0 

0.51 <53 


At home combined 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

9 

0.016, NA 

0.0216, 0.0072 

0.005 

0.000,0.053 

0.000,0.053 

2/0 

44 

0.004, NA 

0.0066,0 0010 

0.001 

0.000,0,034 

0.000,0.015 

20/0 

0.0750 


Work 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0 005, NA 

0.0048,0.0024 

0.004 

0.000,0.010 

O.UOO, 0.010 

1/0 

49 

0.006, NA 

0.0118,0.0017 

0.002 

0000,0.053 

0.000. 0.034 

21/0 

0.7419 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

' Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse a! home, others at home. 
11 P-va!ue from Witcoxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 12 of 16) 


Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value 1 ’ 

Harrogate 

Trans-3-hydraxycotfmne-O-glucnroiiide (nmol/rag Creatinine) 

Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.016, NA 

0.0250, 0.0125 

0.005 

0.000, 0.053 

0.000, 0.053 

1/0 

49 

0.005, NA 

0.0096,0.0014 

0.001 

0.000.0.051 

0.000.0.025 

21/0 

0.3232 


Uther places 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

0.010, NA 
0.0135,0.0032 

0006 

0.000,0.053 
0.000,0.053 

3/0 

35 

0.004, NA 

0.0097, 0,0016 

0.000 

0.000.0.051 

0.000,0.025 

19/0 

0.0016 


Away from home combined 

N 

MEAN, GEO MEAN 

SD. SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

ff Of BLQ/ALQ Values 

22 

0.009, NA 
0.0125.00027 

0.005 

0.000,0.053 

0.000,0.034 

4/0 

31 

0.004, NA 

0.0103,0 0018 

0.000 

0.000,0.051 

0.000,0.025 

18/0 

0.0021 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 


Week 1 biomarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Nat Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 13 of 16) 


Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value* 

Harrogate 

Nfcotine-N-glocuronide (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD,SE 

MEDIAN 

MIN. MAX 

5%, 95% 

#of BLQ/ALQ Values 

2 

0.006, NA 

0.0085,0.0060 

0.006 

0.000.0.012 
0.000,0.012 
o to 

60 

0.002, NA 

0.0047, 0.0006 

0000 

0.000. 0.023 
0.000,0.013 

51/0 

0.3249 


Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

0.006, NA 

0.0080,0.0033 

0.003 

0 000, 0 021 

0.000, 0.021 

4/0 

56 

0.002, NA 

0.0042, 0.0006 

0.000 

0.000, 0.023 

0.000, 0.012 

47/0 

0.0164 


At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

8 

0.006, NA 
0.0075.0.0026 

0.003 

0.000,0.02! 

0.000,0.021 

4/0 

54 

0.001, NA 

0.0040, 0.0005 

0.000 

0.000, 0.023 

0.000, 0.009 

47/0 

0.0081 


Work 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.002, NA 
0.0024,0.0012 

0.002 

0.000,0.005 

0.000,0.005 

3/0 

58 

0.002, NA 

0.0049, 0.0006 

0.000 

0.000, 0.023 
0.000,0.016 

48/0 

0.3144 


NOTE: Source of exposure to environmentaltobacco smoke is from at least one of the following: spouse at borne, others at home. work, vehicles, other places. 

Week I biomarker data used. 

’ Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
6 P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Hxposed and. Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

{Page 14 of 16) 


Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value b 

Harrogate 

Nicotine-N-glucuronide (nmobmg Creatinine) 

Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5 %, 95 % 

# of BLQ/ALQ Values 

3 

0.005. NA 

0.0062,0.00.16 

0.001 

0.000, 0.012 
0.000.0.012 

2/0 

59 

0.002, NA 

0.0047,0.0006 

0.000 

0.000. 0.023 

0.000, 0.016 

49/0 

0.1050 


Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

20 

0.001, NA 
0.0057.0.0013 

0.000 

0.000, 0.023 

0.000,0.018 

14/0 

42 

0.001, NA 

0.0042,0.0007 

0.000 

0.000,0.021 

0.000,0.008 

37/0 

0.0305 


Away from home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

23 

0.003, NA 

0.0054. 0.0011 

0.000 

0.000,0.023 
0.000,0.012 

16/0 

39 

0,001, N A 
0.0044,0.0007 

0.000 

0.000,0.021 

0.000.0.016 

15/0 

0.0241 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places, 


Week l biomarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P~value from Wilcoxon rank-sum lest. 
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Table 14,1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environ mental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 15 or 16} 


Analytical Lab 
_Biomarker 


Source of Exposure* 


Statistic 


Exposed 


Not-exposed 


P-vaIne b 


Cotlnine-N-glueuronide (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MrN, MAX 

5%. 95% 

#ofBLQ/ALQ Values 

2 

0.038, 0.026 

0.0396, 0.0280 

0.038 

0.010,0.066 

0,010.0.066 

0/0 

63 

0.007, NA 
0.0161,0.0020 

0.000 

0.000, 0.075 

0.000,0,049 

49/0 

0.0334 


Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MW. MAX 

5%, 95% 

#ofBLQ/AL0 Values 

7 

0.022, NA 
0.0292,0.0110 

0.009 

0.000.0.075 

0.000,0.075 

4/0 

58 

0.007, NA 

0.0150,0.0020 

0.000 

0.000.0.066 

0.000, 0.055 

45/0 

0.0736 


At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

9 

0.026, NA 

0.0297,0.0099 

0.010 

0.000,0.075 

0.000,0.075 

4/0 

56 

0.006, NA 
0.0130,0.0017 

0.000 

0.000,0.064 

0.000,0.036 

45/0 

0.0074 


Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tl of BLQ/ALQ Values 

4 

0.011, NA 
0.0169.0.0084 

0.004 

0.000, 0.036 

0.000,0.036 

3/0 

61 

0.008. NA 

0.0176,0.002.3 

0.000 

0.000,0.075 

0.000, 0.055 

46/0 

0.3227 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

4 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
* P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Nol Exposed to Environmental t obacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 16 of 161 


Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value h 

Harrogate 

Cotinine-N-glucuromde (umol/mg Creatinine) 

Vehicles 

N 

MEAN, CEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.024, NA 
0.0298,0.0149 

0.014 

0.000,0.066 

0.000,0.066 

2/0 

61 

0.007, NA 
0.0162,0.0021 

0000 

0.000.0.075 

0.000.0.049 

47/0 

0.1024 


Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

if of BLQ/ALQ Values 

21 

0.012, NA 
0.0196,0.0043 

0.006 

0.000,0.066 
0.000,0.064 

13/C 

44 

0.006, NA 

0.0162. 0.0024 

0.000 

0.000,0.075 

0.000.0.049 

36/0 

0.0106 


Away from home combined 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

25 

0.013, NA 

0.0189, 0.0038 

0.006 

0.000,0.066 

0.000, 0.064 

15/0 

40 

0.006. NA 
0.0161,0.0025 

0.000 

0.000,0.075 
0.000,0.052 

34/0 

0.0020 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 


Week 1 biorrarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse ai home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-5 

Comparison of Duration ot Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source ofExposure Within 3-Day Period Before Sample Collection 

(Page i of 13) 


Tiftttpoillt 

Biomarker 

Duration of Exposure* 

Independent V arable 1 

95% Confidence intcryaf_ 

Pearson Correlation 
Coefficient (P-vatue) 

Spearman rgnk-order 
Coefficient (P-value) 

Week 1 

4-Arn iiioblphenyl-Hb Adduct (p^g hemoglobin) 

Non-Weighted 

Spouse at home 

(NA , NA) 

l.OOfNA) 

1.0CKNA) 




Others at home 

(-0.90,0,86) 

-0.09(0.8830) 

0.00(1.0000) 




At home combined 

<-0,76,0.75) 

-0.0i(0.9909) 

0.04(0.9365) 




Work 

(-0.99,0,73) 

-0.77(0.2296) 

-0.80(0.2000) 




Vehicles 

(NA, NA) 

l.OOfNA) 

l.OOfNA) 




Other places 

(-0.30,0.54) 

0.15(0.5220) 

-0.06(0.8118) 




Away from home combined 

(-0,33,0.46) 

0.08(0.7167) 

-0.12(0.5542) 



weighied 

Spouse at home 

(NA, NA) 

l.OOfNA) 

l.OOfNA) 




Others at home 

(-0.90,0.86) 

-0.09(0.8830) 

0.00(1.0000) 




At home combined 

(-0.74,0.76) 

002(0.9633) 

0.04(0.9365) 




Wort 

(-0.98,0.93) 

-0.31(0.6922) 

-0.40(0.6000) 




Vehicles 

(NA. NA) 

1,00(N A) 

l.OOfNA) 




Other places 

(-0.47,0.39) 

0.04(0.8482) 

-0.05(0.8447) 




Away from home combined 

(-0,41,0.38) 

-0.02(0.9123) 

-0.09(0.6573) 


Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA , NA) 

1.00 (NA) 

l.OOfNA) 




Others at home 

(-0.94,0.78) 

-0.32(0.5948) 

0.00(1.0000) 




At home combined 

(-0,53,0.88) 

0.37(0.4181) 

0.34(0.4601) 




Work 

(-1.00,0.14) 

-0.95(0.0513) 

-1.00(0.0000) 




Vehicles 

(NA, NA) 

-l.0O(NA) 

-l.MKNA) 




Other places 

(-0.18,0.63) 

0.28(0.2233) 

0,18(0.4361) 




Away from home combined 

(-0,19.0,57) 

0.23(0.2792) 

0.23(02724) 



Weighied 

Spouse at home 

(NA . NA) 

l.OOfNA) 

1.00(NA) 




Others at home 

(-0.94,0.78) 

-0.32(0.5948) 

0.00(1.0000) 




At home combined 

(-0.50,0.89) 

0.40(0.3698) 

0.34(0.4601) 




Work 

(-1,00,0.58) 

-0.86(0.1376) 

-0.80(0.2000) 




Vehicles 

(N A , NA) 

-l.OOfNA) 

-1.00{NA) 




Other places 

(0.01,0.73) 

0-4 4 (0-0461) 

0.20(0.3876) 




Away from home combined 

(0 02,0 69) 

0.41(0.0411) 

0.22(0.2969) 


1 Non-Weighted refers to the number of hours exposed to environmentaltobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes stnoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity( 1 =mild, 2=moderate, 3-severe) of 
smoke. 

k Away from home combined refers » exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of Ihe following: spouse al home, others at home. 
c 95% confidence interval for the correlation coefficient. 


Draft 1: 24 July 2002 


Page 261 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438842 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 2 of 13) 


Pearson Correlation Spearman rank-order 

Timepoint Biomarker _ Duration of Exposure* _ independent Variable** 95% Confidence Interval Coefficient (P-value) Coefficient (P-value) 


Week 1 Nicotine (nmol/mg Creatinine) 

Non-Weighted 

Spouse ai home 

(NA.NA) 

1.00(NA) 

l.00(NA) 



Others at home 

(-0.95,0.74) 

-0.41(0.4952) 

-0.30(0.6186) 



Ai home combined 

(-0.77,0.73) 

-0.05(0.9180) 

0.25(0.5922) 



Worts 

(-0.94,0.98) 

0-23(0.7698} 

0.21(0.7892) 



Vehicles 

(NA , NA) 

1 OO(NA) 

1.00(NA) 



Olher places 

(0.04.0.75) 

0.47(0.033!) 

-0.07(0,7697) 



Away from home combined 

(0,02,0.69) 

0.41(0.0421) 

0.07(0.7532) 


Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

l.OOfNA) 



Others al home 

(-0.95„0.74) 

-0.41(0.4952) 

-0.30(0.6186) 



At home combined 

(-0.75,0.75) 

0.00(0.9940) 

0.25(0.5922) 



Work 

(-0.78.0.99) 

0.72(0.2788) 

0.74(0.2620 



Vehicles 

(NA , NA) 

l.OOfNA) 

l.00(NA) 



Other places 

(0.29.0.84) 

0.64(0.0018) 

-0.04(0.8624) 



Away from home combined 

(0.28,0.81) 

0.61 (0.0012) 

0.07(0.7294) 

Colinine (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

t.OOfNA) 

l.OOfNA) 



Others at home 

(-0.95,0.74) 

-0,41(0.4957) 

-0,30(0.6186) 



At home combined 

(-0.70,0.80) 

0.11(0.8179) 

0.25(0.5922) 



Work 

(-0.98,0.94) 

-0.22(0.7752) 

-0.32(0.6838) 



Vehicles 

(NA , NA) 

!.00(NA) 

l.OOfNA) 



Other places 

(-0.24,0.59) 

0.22(0.3489) 

0.04(0.8746) 



Away from home combined 

(-0.25,0.52) 

0.16(0.4463) 

-0.04(0.8374) 


Weighted 

Spouse at home 

(NA, NA) 

l.OOfNA) 

l.00(NA) 



Others at home 

(-0.95,0.74) 

-0.41(0.4957) 

-030(0.6186) 



Ai home combined 

(-0.68.0.81) 

0.16(0.7377) 

0.25(0.5922) 



Work 

(-0.99.0.88) 

-0.51(0.4899) 

-0.32(0.6838) 



Vehicles 

(NA. NA) 

l.OOfNA) 

l.OOfNA) 



Uttier places 

(-0.08,0.69) 

0.37(0.1025) 

-0.03(0.8994) 



Away from home combined 

(-0.08 f 0.64) 

0.33(0.1111) 

-0.08(0.7045) 


1 Non-Wcighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensityd =mild, 2=moderate, 3=severe) of 
smoke. 

* Away from home combined refers to exposure from at least one of the following; work, vehicles, other places, At home combined refers to at least one of the following; spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 3 of 13) 


Timetwiut Biomarter Duration of Exucsure* 

Independent Variable 6 

95% Confidence Interval 

Pearson Correlation 
Coefficient (P-vatue) 

Spearman rank-order 
Coefficient (P-value) 

Week I Trani-3-hydroxycotinIne (nmol/mg Creatinine) Non-Weighted 

Spouse at home 

(NA, NA) 

I.OO(NA) 

l.OOfNA) 


Others at home 

(-0.93,0.81) 

-0.25(0.6802) 

0.29(0.6376) 


At home combined 

(-0.04,0.96) 

0.73(0.0609) 

0.62(0.1395) 


Wort 

(-1.00,0.54) 

-0.87(0.1238) 

-0.80(0.2000) 


Vehicles 

(NA,NA) 

-1,00(NA) 

-l.OOfNA) 


Other places 

(-0.21,0.61) 

0.24(0 2871) 

0.34(0.1261) 


Away from home combined 

(-0.24,0.53) 

0.18(0.3990) 

0.37(0.0676) 

Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

l.OOfNA) 


Others at home 

(-0.93,0.81) 

-0.25(0.68(32) 

(1.29(0.6376) 


At home combined 

(-0.02,0.90) 

0.75(0.0545) 

0.62(0.1395) 


Work 

(-1.00,0.02) 

-0.96(0.0405) 

-1.00(0.0000) 


Vehicles 

(NA.NA) 

-l.OOfNA) 

-l.OOfNA) 


Other places 

(-0,06,0.70) 

0.39(0.0842) 

0.41(0.0618) 


Away from home combined 

(-0.07,0.55) 

0.34(0.0984) 

0.39(0.0556) 

Trans-3-hydroxycotlnlne-O-glucuronlde (nmol/mg Creatinine) Non-Weighted 

Spouse at home 

(NA, NA) 

l.OOfNA) 

l.OOfNA) 


Others at home 

(-0.94,0.77) 

-0.35(0.5629) 

0.00(1.0000) 


At home combined 

(-0.27,0.93) 

0.61(0.1472) 

0.52(0.2274) 


Wnrk 

(-1.00,0.56) 

-0.87(0.1323) 

-0.40(0.6000) 


Vehicles 

(NA.NA) 

-l.OOfNA) 

-l.OOfNA) 


Other places 

{-0.47,0.44) 

-0.01(0.9517) 

0.23(0.3339) 


Away from home combined 

(-0.45,0.37) 

-0.05(0.8360) 

0.22(0.3070) 

Weighted 

Spouse at home 

(NA.NA) 

l,00(NA) 

l.OOfNA) 


Others at home 

(-0.94,0.77) 

-0.35(0.5629) 

0.00(1.0000) 


At home combined 

(-0.24.0.94) 

0.62(0.1344) 

0.52(0.2274) 


Wort 

(-1.00,0.62) 

-0.84(0.1563) 

-0.80(0.2000) 


Vehicles 

(NA.NA) 

-1.00(NA) 

-l.OOfNA) 


Other places 

(-0.38,0.52) 

0.08(0.7310) 

0.38(0.1113) 


Away from home combined 

(-0.35,0.47) 

0.07(0.7527) 

0.31(0.1458) 

* Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 

the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity(1 =mild, 2=moderate. 3=severe) of 


smoke. 

b Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Pearson Correlation Spearman rank-order 


Timcpoiut 

Riomarker 

Duration ofExoosure' 

Independent Variable 11 

95% Confidence Interval 

Coefficient (P-value) 

Coefficient (P-value) 

Week 1 

Nicotine-W-glucuronlde (nmol/rag Creatinine) 

Non-Weightcd 

Spouse at home 

Others at home 

At home combined 

Work 

Vehicles 

Other places 

Away from home combined 

(NA, NA) 

(-0.94,0.78) 

(-0.63.0.84) 
(-0.99,0.75) 

(NA. NA) 

(-0.50,0.38) 

(-0.42,0.39) 

i.oo(na) 

-0.33(0-5908) 

0.23(0.6177) 

-0.76(0 2450) 
-1.00(NA) 
-0.07(0.7550) 
-0.02(0.9260) 

1.00(NA) 

-0.29(0.6376) 

-0.14(0.7620) 

-0.80(0.20001 

-l.tXXNA) 

0.22(0.3524) 

032(0.1295) 



Weighted 

Spouse at home 

Others at hoirc 

At home combined 

Work 

Vehicles 

Other places 

Away from home combined 

(NA, NA) 
(-0.94,0.78) 

(-0 59,0 86) 

(-0.98,0.93) 

(NA, NA) 
(-0,32,0.55) 

(-0.20,0.57) 

1.00(NA) 
-0.33(0.5908) 
0.30(0.5168) 
-0.27(0.7295) 
-1.00(NA) 
0.15(0.5382) 
0.22(0.3078) 

1.00{NA) 
-0.29(0 6376) 
-0.(4(0.7620) 
-040(0.6000) 
-1.00(NA) 
041(0.0755) 
0.42(0.0414) 


Cotinlne-N-glucuronide (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

Others at home 

At home combined 

Work 

Vehicles 

Other places 

Away from home combined 

(NA , NA) 

(-0.SC , 0.87) 

(-045.0.901 
(-1.00,0.31) 
CNA.NA) 
(-0.49,0.36) 
(-0.48,0.31) 

1.00(NA) 

-0.05(0.9378) 

0.46(02997) 

-0.93(0.0722) 

-1.00{NA) 

-0.08(0.7313) 

-0.10(0.6330) 

1 00(NA) 
0.00(1.0000) 
0.28(0.5420) 
-1.00(0.0000) 
-1.00(NA) 
0.39(0.0844) 
0.36(0.0755) 



Weighted 

Spouee at home 

Others at home 

At home combined 
Work 

Vehicles 

Other places 

Away from home combined 

(NA, NA) 
(-0.89,0.87) 
(-0.42,0.91) 
(-0.99,0.74) 

(NA, NA) 

(-0.40,0.46) 

(-0.37,0.42) 

1,0O(NA) 
41.05(0.9378) 
0.49(0.2661) 
-0.76(0.2378) 
-1.00(NA) 
0.03(0.8843) 
0.03(0.8896) 

1 00(NA) 
0.00(1.0000) 
0.28(0.5420) 
-0.80(0.2000) 
-i.OOfNA) 
0.46(0.0355) 

0 40(0.0468) 


1 Non-Weighted refers to the number ufhours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to 


the number of hours exposed to environmental tobacco smoke times 


the 




sniutcc. 

b Away from home combined refers to exposure from at least one of the following: wore, vehicles. Other places. 
c 95% confidence interval for the correlation coefficient. 


At home combined refers to at least one of the following; spouse at home, others at home. 
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Table 14.1 4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Souice of Exposure Within 3-Day Period Before Sample Collection 

(Page 5 of 13) 


Timepoinf Biomarkcr 

Duralioi) Of Exposure" 

Independent Variahle b 

95% Confidence Interval 

Pearson Correlation 

Spearman rank-order 

Week 2 Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

-1.00(NA) 

-l.OCXNA) 



Others at home 

(0.22,1.00) 

0.97(0.0251) 

0.95(0.0513) 



At home combined 

(-0.29,0.%) 

0.68(0.1371) 

0.81(0.0499) 



Work 

(NA, NA) 

NAfNA) 

NAfNA) 



Vehicles 

(NA , NA) 

0.22(0.8590) 

0.00(1.0000) 



Other places 

(-0.50,0.38) 

-0.08(0.7417) 

0.47(0.0347) 



Away from home combined 

(-0.46,0.36) 

-0.07(0 7672) 

0.37(0.0807) 


Weighted 

Spouse at home 

(NA , NA) 

-!.00(NA) 

-l.OOfNA) 



Uthers at home 

(-0.24,1.00) 

0.94(0.0628) 

0.95(0.0513) 



At home combined 

(-0.76 ,0.85) 

0.14(0.7972) 

U.S 1(0-0499) 



Work 

(NA, NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA, NA) 

0.22(0.8590) 

0.00(1.0000) 



Other places 

(-0.47,0.41) 

-0 04(0.8798) 

0.38(0.0939) 



Away from home combined 

(-0.43,0.40) 

-0.02(0.9269) 

0.22(0.3188) 

Nicotine (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

-1.00(NA) 

-1.00(NA) 



Others al home 

(-0.88,0.99) 

0.51(0.4863) 

0.39(0.6111) 



At home combined 

(-0.74,0.87) 

0.19(0.7242) 

0.19(0.7215) 



Work 

(NA , NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA . NA) 

-099(0.0965) 

-0.87(0.3333) 



Other places 

(-0.59,0.26) 

-0.21(0.3836) 

-0.01(0.9562) 



Away from home combined 

(-0.55,0.25) 

-0.18(0.4047) 

0.01(0,9669) 


Weighted 

Spouse at home 

(NA, NA) 

-1.00(NA) 

-1.00(NA) 



Others at home 

(-0.88,0.99) 

0.52(0.4780) 

0.39(0.6111) 



At home combined 

(-0.87,0.74) 

-0.18(0.7289) 

0.19(0.7215) 



Work 

(NA. NA) 

NAfNA) 

NA(NA) 



Vehicles 

(NA, NA) 

-0.99(0.0965) 

-0.87(0.3333) 



Other places 

(-0.57,0.29) 

-0.18(0.4605) 

0.03(0.9120) 



Away from home combined 

(-0.53,0.28) 

-0.15(0.5019) 

0.01(0.9670) 


* Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted referato the number of hours exposed to environmental tobacco smoke times the intensiiy(l=-mild 2—mode rate 3-severel of 
smoke. ’ ’' 

1 Awa y from home combined refers to exposure from at least one of the following: wotk, vehicles, other places. At home combined refers to at least one Of the following: spouse at home othetsathomc 
° 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Uay Period Ketone Sample Collection 

(Page 6 of 13) 


Tinrepoint 

Biomarker 

Duration of Exposure’ 

Independent V ariable 11 

95% Confidence IntervaF 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Week 2 

Cotfnine (nmol'rug Creatinine) 

Non-Weighted 

Spouse at home 

fNA.NA) 

-1.00CNA) 

-l.OOfNA) 




Others at home 

(-0.25,1.00) 

0.94(0.0642) 

0.63(0.3675) 




At home combined 

(-0.38,0.95) 

0.62(0.1871) 

0.71(0.1170) 




Wot* 

(NA , NA) 

NA(NA) 

NA(NA) 




Vehicles 

(NA.NA) 

0.0X1.0000) 

0.00(1.0000) 




Other places 

(-0.54.0.33) 

-0.13(0.5877) 

0.31(0.1854) 




Away from home combined 

(-0.50.0.32) 

-0.11(0.6171) 

0.29(0.1782) 



Weighted 

Spouse at home 

(NA, NA) 

-1,00(NA) 

-I.OfkNA) 




Others ac home 

(-0.09,1.00) 

0.95(0.0467) 

0.63(0.3675) 




At home combined 

(-0.74,0.86) 

0.17(0.7441) 

0.71(0.1170) 




Work 

(NA, NA) 

NA(NA) 

NA(NA) 




Vehicles 

(NA, NA) 

0.00(1.0000) 

0.00(1.0000) 




Other places 

(-0.51 ,0.37) 

-0.09(0,7138) 

0.26(0.2608) 




Away from home combined 

(-0.47,0.36) 

-0.07(0.7660) 

0.22(0.3189) 


Trans-3-hydroxycotinlne (nraol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA.NA) 

*1.00(NA) 

-1.00(NA) 




Others at home 

(0.75 T 1.00) 

0.99(0.0056) 

0.95(0.0513) 




At home combined 

(-0.21.0.97) 

0.73(0.1026) 

0.79(0.0592) 




Work 

(NA. NA) 

NA(NA) 

NA(NA) 




Vehicles 

(NA, NA) 

0.50(0.6667) 

0.50(0.6667) 




Other places 

(-0.05,0.71) 

0.40(0.0826) 

0.45(0.0440) 




Away from home combined 

(-0.04.0.69) 

0.38(0.0718) 

0.33(0.1216) 



Weighted 

Spouse at home 

(NA , NA) 

-1.00(NA) 

-!.00(NA) 




Others at home 

(0.42,1.00) 

0.98(0.0161) 

0.95(0.0513) 




At home combined 

(-0.67,0.89) 

0.30(0.5607) 

0.79(0.0592) 




Work 

(NA , NA) 

NA(NA) 

NA(NA) 




Vehicles 

(NA , NA) 

0.50(0.6667) 

0.50(0.6667) 




Olher places 

(0.04.0.76) 

0.47(0.0350) 

0.42(0.0678) 




Away from home combined 

(0.05 ,0.73) 

0.45(0.0293) 

0.22(0.3034) 


’ Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intension =mild, 2=moderaie, 3=severe)of 
smoke. 

h Away from heme combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

1 95% confidence interval for the correlation coefficient, 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Nun-Smokere Exposed to Environmental Tobacco SmaVe by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 7 of 15) 


Timepoint 

Biomarker 

_Duration of Exposure* 

Independent Variable’’ 

95% Confidence I ntervsd* 

Peareon Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Week 2 

Trans-3-hydroxycottnfne-O-gUicurcmlde (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

NA(NA) 

NAfNA) 




Others at home 

(0.95,1.00) 

1.00(0.0009) 

0.95(0.05(3) 




At home combined 

(-0.15,0.99) 

0.84(0.0725) 

0.97(0.0048) 




Work 

(NA, NA) 

NA(NA) 

NA(NA) 




Vehicles 

(NA,NA) 

0.51(0.6562) 

0.87(0.3333) 




Other places 

(-0.11.0.72) 

0.38(0.1237) 

0.23(0.3621) 




Away from home combined 

(-0.15,0.65) 

0.30(0.1839) 

0.12(0.5940) 



Weighted 

Spouse at home 

(NA, NA) 

NAfNA) 

NAfNA) 




Otlmib. at home 

(0.55,1.00) 

0.99(0.0115) 

095(0.0513) 




At home combined 

(-0.28,0.99) 

0.80(0.1031) 

0.97(0.0048) 




Work 

(NA, NA) 

NA(NA) 

NAfNA) 




Vehicles 

(NA, NA) 

0.51(0.5562) 

087(03333) 




Other places 

(-0.02,0.76) 

0.45(0.0579) 

0.22(0.3851) 




Away from home combined 

(-0.07,0.69) 

0.37(0.0999) 

0.03(0.9119) 


Nicotine-N-gl neuron id t (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA , NA) 

1,00(NA) 

> 




Others at home 

(-0.96,0.96) 

0.03(0.9730) 

0.78(0.2222) 




At home combined 

(-0.81,0.81) 

0.00(0.9971) 

0.63(0.1828) 




Work 

(NA. NA) 

NA(NA) 

NAfNA) 




Vehicles 

(NA, NA) 

NAfNA) 

NAfNA) 




Other places 

(-0.61,0.30) 

-0.20(0.4285) 

0.22(0.3884) 




Away from home combined 

(-0.56,0.28) 

-0.17(0.4597) 

0.19(0.3995) 



Weighted 

Spouse at home 

(NA, NA) 

LOOfNA) 

1.00(NA) 




Others at home 

(-0.97,0.95) 

-0.13(0.8749) 

0.78(0.2222) 




At home combined 

(-0,82,0.80) 

-0.03(0.9523) 

0.63(0.1828) 




Work 

(NA, NA) 

NAfNA) 

NA(NA> 




Vehicles 

(NA, NA) 

NAfNA) 

NAfNA) 




Other places 

(-0.59,0.33) 

-0.17(0.5106) 

0.20(0.4188) 




Away from home combined 

(-0.54,0.32) 

-0.13(0.5610) 

0.10(0.6706) 


1 Non-Weighled refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number ofhoure exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of houre exposed to environmental tobacco smoke times the intensityf l=mild 2=modemte 3=severe> of 
smoke. 

Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3*Day Period Before Sample Collection 

(Page 8 of 13) 


Pearson Correlation Spearman rank-order 

Timepoint Biomark er __Durati on of Expos ure* Inde penden t Variable * 1 9 5% Confidence I nterval _Coe fficient (P-value) _ Coeffic i ent (P-vafoe) 


Week 2 Corinine-N-glucuronfde (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA.NA) 

l.(XXNA) 

1,00{NA) 



Others at home 

(-0.72,1.00) 

0.78(0.2181) 

0.95(0.0513) 



At home combined 

(-0.51 ,0.94) 

0.52(0.2951) 

0.70(0.1248) 



Work 

(NA, NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA, NA) 

0.32(0.7946) 

0.00(1.0000) 



Other places 

{-0.46.0.42) 

-0.02(0.9219) 

0.54(0.0138) 



Away from home combined 

{-0.43,0.39) 

-0.03(0.9083) 

0.44(0.0342) 


Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

l.0U(NA) 



Others at home 

(-0.8 i, 0.99) 

0.68(0.3219) 

0.95(0.0513) 



At home combined 

(-0.82,0.81) 

-0.02(0.9755) 

0.70(0.1248) 



Work 

(NA.NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA.NA) 

0.32(0.7946) 

0.00(1.0000) 



Other places 

{-0.45,0.43) 

-0.01(0.9666) 

0.48(0.0337) 



Away from home combined 

(-0,42.0.40) 

-0.01(0.9648) 

031(0.1520) 


* Nun-Weighted refers to the number ofliours exposed to environ menial tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times the intcnsityflmrtild, 2=moderate, 3-severe) of 
smoke. 

b Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure within 3-Day Period Before Sample Collection 

(Page 9 of 13) 


Timepoint Biomar ker.... . Duration o f Exposure* 

Week 3 Sum ofNictrftne and Nicotine metabolites (ttmol/mg Creatinine) Non-Weighled 


Weighted 


Nicotine (nmol/mg Creatinine) Non-Weighted 


Weighted 


Independent Variable k 

95% Confidence Interval 

Pearson Correlation 
Coefficient (P-valne) 

Spearman rank-order 
Coefficient (P-value) 

Spouse at home 

{NA, NA) 

1 .OO(NA) 

l.OOfNA) 

Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 

At home combined 

(NA , NA) 

0.98(0 1236) 

1.00(0.0000) 

Work 

(-0.60,0.97) 

0.60(0.2812) 

0.37(0.5418) 

Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 

Other places 

(-0.28,0.83) 

0.42(0.2247) 

0.56(0.0910) 

Away from home combined 

(0.35,0.91) 

0.73(0.0019) 

0.57(0.0261) 

Spouse at home 

(NA, NA) 

1.00 (NA) 

l.OOfNA) 

Others al home 

(NA , NA) 

NA(NA) 

NA(NA) 

At home combined 

(NA, NA) 

0.98(0.1296) 

0.50(0.6667) 

Work 

(-0.51,0.98) 

0.68(0.2076) 

0.54(0.3467) 

Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 

Other places 

(-0.48,0.75) 

0.22(0.5457) 

0.53(0.1133) 

Away from home combined 

(0.55,0.94) 

0.83(0.0001) 

0.63(0.0111) 

Spouse at home 

(NA, NA) 

l.OOfNA) 

l.OOfNA) 

Others at home 

(NA, NA) 

NA(NA) 

NA(NA) 

At home combined 

ffiA.NA) 

0.99(0.0906) 

1.00(0.0000) 

Work 

(-0 90,0.86) 

-0.08(0 8999} 

-0.57(0.3120) 

Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 

Other places 

(-0.67,0.58) 

-0.07(0.8410) 

-0.09(0.8008) 

Away from home combined 

(0.25,0.88) 

0.68(0.0056) 

-0.02(0.9408) 

Spouse at home 

(NA, NA) 

l.OOfNA) 

l.OOfNA) 

Others at home 

(NA . NA) 

NA(NA) 

NA(NA) 

At home combined 

(NA , NA) 

0.99(0.0966) 

0.50(0.6667) 

Work 

(-0.90.0.87) 

-0.07(0.9160) 

-0.47(0.4228) 

Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 

Other places 

(-0.82,0.33) 

-0.38(02747) 

-0.44(0.2061) 

Away from home combined 

(049,0.93) 

0.80(0.0003) 

-0.05(0.8500) 


5 Non-Weighted refers to the rnunher of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed (o environmental tobacco smoke times the intensity! 1 -mild, 2=moderate, 3=severe) of 
smoke. 

h Away from home combined refers to exposure from at least one of the following, work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

“ 95% confidence interval for the correlation coefficient. 
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Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 10 of 13) 


Pearson Correlation S pen man rank-order 

Timepoint Biomarkcr _ Duration of Exposure* Independent Variable 6 95% Confidence Interval* Coefficient (P-value) _ Coefficient (P-value) 


Week 3 Coilnine (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

I.OOfNA) 

1.00(NA) 



Others at home 

(NA , NA) 

NA(NA) 

NA{NA) 



At home combined 

(NA, NA) 

0.97(0.1485) 

1.00(0.0000) 



Work 

(-0.90,0.87) 

-0.06(0.9197) 

-0.29(0.6366) 



Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 



Other places 

(-0.47.0.75) 

022(0.5343) 

0.24(0.4824) 



Away from home combined 

(0.18,0.87) 

0.64(0.0109) 

0.29(0.2874) 


Weighted 

Spouse at home 

(NA, NA) 

I.OOfNA) 

1.00(NA) 



Others at home 

(NA , NA) 

NA(NA) 

NAfNA) 



At home combined 

(NA, NA) 

0.97(0.1545) 

0.50(0.6667) 



Work 

(-0,88,0.88) 

0.01(0.9874) 

-0.11(0.8626) 



Vehicles 

(NA. NA) 

NA(NA) 

NA(NA) 



Other places 

(-0.57,0.58) 

0.09(0.8062) 

0.30(0.3960) 



Away from home combined 

(0.41 ,0.92) 

0.76(0.0009) 

0.38(0.1661) 

Trans-3-hydroxycotinine (nmol/mg Creatinine) 

Non*Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 



At home combined 

(NA, NA) 

0.95(0.2051) 

1.00(0.0000) 



Work 

(-0,50.0.98) 

0.68(0.2036) 

0.21(0.7406) 



Vehicles 

(NA, NA) 

NA(NA) 

NAfNA) 



Other places 

(-0.19,0.86) 

0.50(0.1392) 

0.61(00598) 



Away from home combined 

(0.36,0.91) 

0.74(0.0017) 

0.62(0.0140) 


Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

1.00{NA) 



Others at home 

(NA, NA) 

NAfNA) 

NA(NA) 



At home combined 

(NA . NA) 

0.95(0.2111) 

0.50(0.6667) 



Work 

(-0.50,0.98) 

0.68(0.2030) 

0.32(0.6042) 



Vehicles 

(NA , NA) 

NA(NA) 

NAfNA) 



Other places 

(-0.41 ,0.78) 

0.30(0.3982) 

0.44(0.2036) 



Away from home combined 

(0.58,0.95) 

0.84(0.0001) 

0.62(0.0145) 


* Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For olhers at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensityfl-mild, 2=moderate, 3=sevcre) of 
smoke. 

" Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

‘ 95% confidence interval for the correlation coefficient. 
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(Page II of 13) 


Pearson Correlation Spearman rank-order 

Tiinepoinl Biomatker _ Duration of Exposure* _ Independent Variable 11 95% Confidence Interval" Coefficient IP-value) _ Coefficient (P-valuc) 


Week 3 Trfins-S-hydroxycotinine-O-glncurcnide (nmo!/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA.NA) 

1.00(N A) 

t.0O(NA) 



Others at home 

(NA. NA) 

NA(NA) 

NA(NA) 



At home combined 

(NA , NA) 

0.99(0.1048) 

1.00(0.0000) 



Work 

(0.62. t.00) 

0.99(0.0094) 

0.80(0.2000) 



Vehicles 

(NA . NA) 

NA(NA) 

NAfNA) 



Other places 

(0.28.0.95) 

0.79(0.0105) 

0.89(0.0015) 



Away from home combined 

(0.38,0.93) 

0.77(0.0021) 

0.93(0.0000) 


Weighted 

Spouse at home 

(NA. NA) 

l.00(NA) 

!.00(NA) 



Others at home 

(NA, NA) 

NA(NA) 

NAfNA) 



At home combined 

(NA.NA) 

0.98(0.1108) 

0.50(0.6667) 



Work 

(0.17,1.00) 

0.97(0.0279) 

0.63(0.3675) 



Vehicles 

(NA. NA) 

NA(NA) 

NA(NA) 



Other places 

(-0.38,0.83) 

0.38(0.3097) 

0.50(0.1747) 



Away from home combined 

(0.42,0.93) 

0.79(0.0014) 

0.81(0.0009) 

NIcotine-N-glucurontde (nraol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA , NA) 

1.0O(NA) 

1.00(NA) 



Others at borne 

(NA ,NA) 

NAfNA) 

NA(NA) 



At home combined 

(NA. NA) 

0.99(0.0670) 

0.50(0.6667) 



Work 

(-0.95.0.73) 

-0.42(0.4794) 

-0.34(0.5707) 



Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 



Other places 

(-0.17,0.86) 

0.52(0.1274) 

0.52(0.1232) 



Away from home combined 

(0.05,0.83) 

0.55(0.0342) 

0.24(0.3834) 


Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(NA , NA) 

NAINA) 

NA(NA) 



At home combined 

(NA, NA) 

1.00(0.0610) 

1.00(0.0000) 



Work 

(-0.94,0.79) 

-0.31(0.6119) 

-0.18(0 7761) 



Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 



Other places 

(-0.08,0.89) 

0.58(0.0807) 

0.56(0.0945) 



Away from home combined 

(0.35,0.90) 

0.73(0.0020) 

0.28(0.3122) 


9 Non-Weighied refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity! 1—mild. 2-moderate. 3™severe) of 
smoke, 

b Away from home combined refers to exposure from at least one of the following: work, vehicles, olher places. At home combined refers to at least one of the following: spouse at home, others at home. 

‘ 95% confidence interval For the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Soutee of Exposure Within 3-Day Period Before Sample Collection 

(Page 12 of 13) 


Timepoint 

Biomarker 

Duration of Exposure* 

Independent Variable 1 * 

95% Confidence Interval 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 

Week 3 

Codnine-N-glueuroniie (nmol/mg Crentinine) 

Non-Weighted 

Spouse at home 

(NA , NA) 

l.OOTNA) 

I.00(NA) 




Others at home 

(NA, NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA, NA) 

0.93(0,2384) 

0.50(0.6667) 




Work 

(-0.38,0.98) 

0.75(0.1403) 

0.62(0.2690) 




Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.36,0.80) 

0.35(0.3161) 

0.56(0.0905) 




Away from home combined 

(0.18,0.87) 

0.64(0.0109) 

0.60(0.0180) 



Weighted 

Spouse at home 

(NA, NA) 

l.OOfNA) 

l.OO(NA) 




Others at home 

(NA . NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA, NA) 

0.93(0.2324) 

1.0010.0000) 




Work 

(-0.22,0.99) 

0,82(0.0877) 

0.74(0.1546) 




Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.58.0.68) 

0,08(0.8278) 

0.44(02036) 




Away from home combined 

(0.14,0.85) 

0.61(0.0158) 

0.60(0.0173) 


Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times the intcn5ity(l=mild, 2=moderate, 3=severe) of 
smoke. 


b Away from home combined refers to exposure from at least one of the following: work, vehicles, other places At home combined refers to at least one of the following: spouse at home, others at home. 
' 95% confidence interval for the correlation coefficient. 
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Tabic 14.1-4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 13 of 13) 


Pearson Correlation 


95% Confidence Interval* 


Spearman rank-order 


Timcpoint 

Week 6 

B to marker 

4-Ami no biphetyl-Hb adduct (pg/g hemoglobin) 

Non-Weighted 

Spouse at home 

Others at home 

At home combined 

Work 

Vehicles 

Other places 

Away from home combined 

(NA, NA) 

(NA y NA) 

(NA, NA) 

(NA, NA) 

(NA. NA) 

(-0.62.0.25) 

(-0.52,0.34) 

-1.00(NA) 

NA(NA) 

-0.18(0.8837) 

0.62(0.3900) 

0.55(0.6263) 

-0.23(0.3532) 

-0.11(0.6312) 

-1.00(NA) 

NA(NA) 

0.50(0.6667) 

1.00(0.0000) 

0.50(0.6667) 

-0.23(0.3464) 

-0.17(0.4542) 



Weighted 

Spouse at home 

Olliers at home 

At home combined 

Work 

Vehicles 

Other places 

Away from home combined 

(NA, NA) 

(NA, NA) 

(NA , NA) 

(NA , NA) 

(NA , NA) 

(-0.60,0.26) 
(-0.48,0.38) 

-1.00{NA) 

NAINA) 

-0.22(0.8618) 

0.52(0.6555) 

0.80(0.4140) 

-0.20(0.4090) 

-0.07(0.7762) 

-!.00(NA) 

NA(NA) 

0.50(0.6567) 

0.50(0.6567) 

0.50(0.6667) 

-0.14(0.5692) 

-0.11(0.6489) 


* Non-Wcighted refers to the number of haunt exposed to environmental tobacco smoke, for others at nome, spouse arnomc, ™ at nun* cu,..u„, cu u ...r*7"~ 7 7. 

the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity! 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

' 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-6 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environ rnenta I Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 1 of 4) 


Biomarker 

Duration of Exposure 1 

Independent Variable* 

95% Confidence Interval' 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

4-AmfnobIphenyl-Hb adduct {pg/g hemoglobin) 

Non-Weighted 

Spouse at home 

(NA.NA) 

l.CKXNA) 

1.00(NA) 



Others at home 

(-0.83,0.64) 

-0.21(0.6464) 

0.21(0.6445) 



At home combined 

(-0.71 ,0.61) 

-0.09(0.8150) 

0.17(0.6682) 



Wort 

(-0.96,0.96) 

0.02(0.9847) 

0.00(1.0000) 



Vehicles 

(-0.94,0.93) 

0.25(0.7478) 

0.32(0 6838) 



Other places 

(-0.33.0.52) 

0.11(0.6232) 

-0.03(0.9086) 



Away from home combined 

(-0.29,0.49) 

0.12(0.5643) 

-004(0.8463) 


Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(- 0 . 83 , 0 . 64 ) 

-0.22(0.6397) 

0.21(0.6445) 



At home combined 

(-0.63,0.70) 

0.06(0.8807) 

0.18(0.6368) 



Work 

(-0.96,0.96) 

4)04(0.9624) 

0.00(1.0000) 



Vehicles 

(-0.94.0.98) 

0.22(0.778!) 

0.00(1.0000) 



Other places 

(-0.42,0,44) 

0.01(0.9502) 

-0.04(0.8531) 



Away from home combined 

(-0.33,0.46) 

0.07(0.7234) 

-008(0.7086) 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

I.00(NA) 

1 00(NA) 



Others at home 

(-0.63,0.84) 

0224(0.6093) 

0.21(0.6445) 



At home combined 

(-0.35,0.84) 

0.41(0.2708) 

0.45(0.2242) 



Work 

(-1.00.0.62) 

-0.84(0.1560) 

-0.80(0.2000) 



Vehicles 

(-0.80,0.99) 

0.70(0.3042) 

0.32(0.6838) 



Other places 

(-0.09,0.68) 

0.35(0.1146) 

0.35(0.1230) 



Away from home combined 

(-0.31,0.47) 

0.10(0.6495) 

U.04(0.8403) 


Weighted 

Spouse at home 

(NA , NA) 

I.00(NA) 

l.00(NA) 



Others at home 

(-0.53,0.88) 

0.37(0.4161) 

0.21(0.6445) 



At home combined 

(-0.31.0.86) 

0.45(0.2267) 

0.50(0.1705) 



Work 

(-1.00,0.72) 

-0.78(0.2162) 

-0.80(0.2000) 



Vehicles 

(-0.79,0.99) 

0.72(0.2848) 

0.40(0.6000) 



Other places 

(-0.06,0.70) 

0.38(0.0906) 

0.25(0.2823) 



Away front home combined 

( 0.33,0.45) 

0.07(0.7380) 

-0.01(0.9576) 


* Non-Weightcd refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity(l=mild, 2=moderate, 3=severe‘) of 
smoke. 

h Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
f 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-6 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 2 of 4) 


Biomarker 

Duration of Exposure' 

Independent Variable 11 

95% Confidence Interval' 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Nicotine (nmol/rag Creatinine) 

Non-Weighted 

Spouse at home 

(NA. NA) 

1.001NA) 

1.00(NA) 



Others at home 

(-0 69,0.80) 

0.13(0.7878) 

0.1610.7259) 



At home combined 

(-0.62,0.71) 

0.08(0.8377) 

0 40(0.2817) 



Wort 

(-0.99,0.86) 

-0.58(0.4159) 

-0.63(0.3675) 



Vehicles 

(-0.94,0.97) 

0.19(0.8088) 

-0.32(0.6838) 



Other places 

(0.02,0.74) 

0.44(0.0435) 

0.49(0.0245) 



Away fmm home combined 

(-0.37,0.42) 

0.03(0.8682) 

0,18(0,3994) 


Weighted 

Spouse at home 

(NA ,NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(-0.61,0.85) 

0.26(0.5707) 

0.16(0.7259) 



At home combined 

(-0.63,0.70) 

0.06(0.8707) 

0.45(0.2198) 



Work 

(-0.99,0.78) 

-0.72(0.2825) 

-0.63(0.3675) 



Vehicles 

(-0.94,0.98) 

0.22(0.7780) 

-0.20(0.5000) 



Other places 

(0.26,0.83) 

0.62(0.0026) 

0.31(0.1673) 



Away from home combined 

(-0.36,043) 

0.04(0.8461) 

0.13(0.5397) 

Cotin ine (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

l.OO(NA) 

1.00(NA) 



Othe is at home 

(-0.63,0.84) 

0.23(0.6204) 

0.16(0.7259) 



At home combined 

(-0.50,078) 

0.24(0.5301) 

0.40(0.2817) 



Work 

(-1.00,-0.74) 

-0.99(0.0060) 

-1.00(0.0000) 



Vehicles 

(-0.92,0.98) 

0.33(0.6715) 

-0.32(0.6838) 



Other places 

(-0.13,0.66) 

0.32(0.1517) 

0.38(0.0871) 



Away from home combined 

(-0,41,0.38) 

-0.02(0.9182) 

0.00(0.9907) 


Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

1.00{NA) 



Others at home 

(-0.54,0,88) 

0.36(0.4253) 

0.16(0.7259) 



At home combined 

(-0.53.077) 

0.21(0.5913) 

0.45(0.2198) 



Work 

(-1.00,-0.44) 

-0.98(0.0153) 

-1.00(0.0000) 



Vehicles 

(-0.92,0.98) 

0.36(0.6405) 

-0.20(0-8000) 



Other places 

(-0,02,0.72) 

0.41(0.0623) 

0.25(0.2732) 



Away from home combined 

(-0.42,0.37) 

-0.03(0.8803) 

-0.02(0.9094) 


* Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to envirorunental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity (1 =mild. Immoderate. 3-severe) of 
smoke. 

b Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-6 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 3 Of 4) 


Biotnarker 

Duration of Exposure 1 

Independent Variable 6 

95% Confidence Interval* 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Tr«n5-J-hydroxycotinln« (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

l.00(NA) 

1.00(NA) 



Others at home 

(-0.26,0.93) 

0.61(0.1431) 

0.45(0.3104) 



At home combined 

(0.21,0.95) 

0.77(0.0161) 

0.67(0.0486) 



Work 

(-1.00,0.64) 

-0.83(0.1680) 

-0.80(0.2000) 



Vehicles 

(-0.84.0.99) 

0.62(0.3766) 

0.33(0.6667) 



Other places 

(-0.26,0.58) 

0.19(0.4020) 

0.20(0.3908) 



Away from home combined 

(-0.33,0.46) 

0.08(0.7059) 

-0.06(0.7915) 


Weighted 

Spouse at home 

(NA , NA) 

l.00(NA) 

1.00{NA) 



Others at home 

(-0.09.0.95) 

0.71(0.0743) 

0.45(0.3104) 



At home combined 

(0.08,0.93) 

0.71(0.0332) 

0.69(0.0412) 



Wort: 

(-0.99,0.76) 

-0.75(0.2504) 

-0.80(0.2000) 



Vehicles 

(-0.83,0.99) 

0.64(0.3555) 

0.32(0.6838) 



Other places 

(-0.32,0.54) 

0.13(0.5607) 

0.11(0.6399) 



Away from home combined 

(-0.35,0.44) 

0.05(0.7990) 

-0.10(0.6332) 

Tmns-3-hydroxycotinine-O-glucuronide (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(-0.81,0.68) 

-0.15(0.7546) 

0.25(0.5652) 



At home combined 

(-0.38,0.83) 

0.38(0.3094) 

0.49(0.1854) 



Work 

(-0.99,0.88) 

-0.53(0.4744) 

-0.40(0.6000) 



Vehicles 

(0.66.1.00) 

0.99(0.0080) 

0.63(0.3675) 



Other places 

(-0.31 ,0.60) 

0.18(0.4725) 

0.27(0.2871) 



Away from home combined 

(-0.25,0.57) 

0,20(0.3826) 

0.12(0.6054) 


Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(-0.76,0.75) 

-0.01(0.9803) 

0.25(0.5852) 



At home combined 

<43.08,0.91) 

0.62(0.0755) 

0.50(0.1684) 



Work 

(-0.99.0.87) 

-0.55(0.4508) 

-0.40(0.6000) 



Vehicles 

(0.57,1.00) 

0.99(0.0108) 

0.40(0.6000) 



Other places 

(-0.45,0.49) 

0.02(0.9260) 

0.19(0.4480) 



Away from home combined 

(-0.32,0.51) 

0.12(0.6006) 

0.04(0.8626) 


* Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity(l=mild, 2=moderate, 3=severe) of 


smoke. 

Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Tabic 14.1.4.2-6 

Comparison of Dural ion of Exposure of Non-Smokets Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Penod Before Sample Collection at Enrollment 

(Page 4 of 4) 


Biomarkcr 

Duration of Exposure* 

Independent Variable* 

95% Confidence Interval* 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient ( P-value) 

Nkotine-N-glucuronide (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA.NA) 

1.00(NA) 

1.00(NA) 



Others at home 

1-0.86,075) 

-0.15(07754) 

0.12(0.8268) 



At heme combined 

(-0.62,0.77) 

0.15(0.7204) 

0.15(0.7294) 



Work 

(-0-99.0.84) 

-0.62(0.3785) 

-0.63(0.3675) 



Vehicles 

(NA, NA) 

0.97(0.1544) 

0.87(0.3333) 



Other places 

(-0.28,0.58) 

0.19(0.4266) 

0.20(0.3960) 



Away from home combined 

(-0.35,0.47) 

0.08(0.7303) 

0.12(0.5948) 


Weighted 

Spouse at heme 

(NA, NA) 

1.00{NA) 

l.00(NA) 



Or hers at home 

(-0.77, U.85J 

0.12(0,8200) 

0.12(0.8268) 



At home combined 

(-0.49,0.84) 

0.33(0.4194) 

0.29(0.4816) 



Work 

(-0.99,0.84) 

-0.64(0.3628) 

-0.63(0.3675) 



Vehicles 

(NA, NA) 

0.96(0.1752) 

0.50(0.6667) 



Other places 

(-0.27,0.59) 

0.20(0.3989) 

0.25(0.2946) 



Away from home combined 

(-0.38,0.44) 

0.04(0.8583) 

0.13(0.5518) 

Cotinine-N-glucuronlde (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA , NA) 

I.OO(NA) 

1.00(NA) 



Others at home 

(-0.79,0.72) 

-0.08(0.8631) 

0,36(0,4271) 



At home combined 

(-0.48,0.79) 

0.27(0.4890) 

0.45(0.2220) 



Work 

(-0.99.074) 

-0.76(0.2378) 

-0.40(0-6000) 



Vehicles 

(-0.30, 1.00) 

0.93(0.0704) 

0.32(0.6838) 



Other places 

(-0-25,0.58) 

0.20(0.3882) 

0.28(0.2151) 



Away from home combined 

(-0.32,0.46) 

0.09(0.6858) 

0.10(0.6317) 


Weighted 

Spouse at home 

(NA.NA) 

1.00{NA) 

1.00(NA) 



Others at home 

(-0.74,0.77) 

0.04(0.9349) 

0.36(0.4271) 



At home combined 

(-0 24,0.88) 

0.50(0.1670) 

0.52(0.1524) 



Work 

(-0.99,0.82) 

-0.66(0.3402) 

-0.40(0.6000) 



Vehicles 

(-0.25, 1.00) 

0.94(0.0638) 

0.20(0.8000) 



Other places 

(-0.37,0.49) 

0.07(0.7519) 

0.24(0.2918) 



Away from home combined 

(-0.36,0.43) 

0.04(0,8602) 

0.07(0.7429) 


* Non-Weighted refers to the number ofhours exposed 10 environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the numberof hours exposed to environmental tobaceo smoke times 
the numboT of cigarettes smoked. For work, vehicles, other pieces, and away from home combined, weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity(l-mild, 2=moderate. 3=severe) of 


smoke. 

b Away from home combined refers lo exposure from at [east one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient, 


Draft 1: 24 July 2002 


Page 277 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 

14.2 Statistical Comparison of Biomarkers of Exposure 

14.2.1 Overall Comparison Between Smokers and Non-Smokers 


Draft 1:24 July 2002 


Page 278 ofl5132 

PM3006438858 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438859 


I • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2,1-1 

Statistical Comparison Between Smokers and Non-Smokere of Blood and/or Plasma Biomarkere of Exposure by Timepoint and Overall 

(Page 1 of 14) 


Biomarker Acetonitrile (nfl/mL) Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smoke pi 

P-value* 

Week I 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

313.81.219.47 

178.65, 97.51 



SD.SE 

322.285,45.578 

287.366, 35.643 



MEDIAN 

201.20 

90.66 



MIN, MAX 

5148. 1500.00 

30.00.1500.00 



5%, 95% 

75.16, 1089.74 

30-00, 812.94 


# of BLQ/ALQ Values 

1/1 

16/1 


Week 2 

N 

48 

65 

0.0002 

MEAN, GEO MEAN 

357.78, 245.18 

179.27, 115.61 



SD.SE 

332.195.47.948 

176.528.21.896 



MEDIAN 

247.22 

104.08 



MIN, MAX 

30.00, 1500.00 

30.00,756.74 



5%, 95% 

54.06, 1002.96 

30.00,610.62 


# of BLQ/ALQ Values 

1/2 

12/0 


Week 3 

N 

46 

65 

<.0001 

MEAN. GEO MEAN 

544.89, 343.31 

206.46, 133.78 



SD.SE 

576.013,84.929 

219.008,27.165 



MEDIAN 

311.35 

126.23 



MIN, MAX 

46.59, 2000.00 

30.00,1168.91 



5%, 95% 

7649, 2000.00 

30.00,619.94 


tf of BLQ/ALQ Values 

0/5 

10/0 


Week6 

N 

42 

65 

0.0004 

MEAN, GEO MEAN 

439.65,287.66 

224.64, 133.92 



SD.SE 

421.896,65.100 

232.664,28.858 



MEDIAN 

284.89 

119.94 



MIN, MAX 

31.68, 1500.00 

30.00, 947.36 



5%, 95% 

97.44, 1406.38 

30-00, 670.92 


ft of BLQ/ALQ Values 

0/1 

13/0 


Overall 

N 

50 

65 

c.aooi 

MEAN. GEO MEAN 

409.35. 326.55 

19726.159.57 



SD, SE 

270.039,38.189 

135.413, 16.796 



MEDIAN 

352.45 

156.31 



MIN, MAX 

82.80,1084.24 

30.00,701.92 



5%, 95% 

86.83,1006.07 

44.47,452.36 



* P-va!ue from Wilcoxon rank-sum test. 


' Overall values calculated by first averaging the results acmas visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted tn the limit 


of the quantification (e.g., ’< l .234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 2 of 14) 


Biomaiker: Acetonitrile (runol/L) Analytical Lab: Madison 


Tiroepoint 

Statistic 

Smokere 

Non-Smokers 

P-vatue* 

■Week 1 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

7650.8,5350.7 

4355.5, 2377.2 



SD.SE 

7857.31, 111 1.19 

7005.98, 868.99 



MEDIAN 

4905.3 

2210.3 



MFN, MAX 

1255.1, 36570.0 

7314. 36570.0 



5%, 95% 

1832.4.26567.9 

731.4. 19819.5 


# of BLQ/ALQ Values 

1/1 

16/1 


Week 2 

N 

48 

65 

0.0002 

MEAN, GEO MEAN 

8722.7, 5977,6 

4370.5, 2818.5 



SD, SF. 

8098.92, 1168.98 

4303.74.533.81 



MEDIAN 

6027.1 

2537.5 



MIN, MAX 

731.4.36570.0 

731.4, 18449.3 



5%, 95% 

1318.0,24452.2 

731.4, 14886.9 


#ofULQ/ALQ Values 

1/2 

12/0 


WeekJ 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

13284.4, 8369.8 

5033.4. 3261.6 



SD.SE 

14043.21,2070.56 

5339.41,662.27 



MEDIAN 

7590.7 

3077.5 



MIN, MAX 

1135.9.48760.0 

731.4, 28498.0 



5%, 95% 

1864.8,48760.0 

731.4, 15114.1 


# of BLQ/ALQ Values 

0/5 

10/0 


Week 6 

N 

42 

65 

0.0004 

MEAN. GEO MEAN 

10718.6. 7013.0 

5476.8, 3265.0 



SD.SE 

10285.83, 1587.14 

5672.36,703.57 



MEDIAN 

6945.6 

2924.1 



MIN, MAX 

772.4,36570.0 

731.4, 23096.6 



5%, 95% 

2375.6, 34287.5 

731.4, 16357.0 


It of BLQ/ALQ Values 

0/1 

13/0 


* 

Overall 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

9980.1.7961.1 

4809.1.3890.3 



SD, SE 

6583.55, 931.05 

3301.38.409.49 



MEDIAN 

8592.6 

3810.7 



MIN.M.AX 

2018.6,26433.8 

731.4, 17112.8 



5%, 95% 

2116.9,24527.9 

1084.1, 11028.6 



1 P-value from Wilcoxon rank-aum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 


of the quantification (e.g., '<) .234*wi11 be used as ’1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 3 nf 14) 


Biomarker: Acetonitrile (Ine’mLVcifiarene per day) 

Analytical Lab: MadiSC 

Timepoint 

Statistic 

Smokers 

Week! 

N 

50 


MEAN, GEO MEAN 

24.91,16.86 


SD.SE 

25.207,3.565 


MEDIAN 

14.34 


MIN. MAX 

3.39.116.91 


5%. 95% 

5,47.84.16 


# of BLQ/ALQ Values 

1/1 

Week 2 

N 

48 


MEAN, GEO MEAN 

32.28.19.21 


SO, SE 

42.578,6.146 


MEDIAN 

15.81 


MIN, MAX 

3.93,205.14 


5%. 95% 

5.98,150.00 


# of BLQ/ALQ Values 

1/2 

Week 3 

N 

46 


MEAN, GEO MEAN 

56.90,27.36 


SD. SE 

81.200,11.972 


MEDIAN 

21.09 


MIN, MAX 

4.25,333.33 


5%, 95% 

7.09,250.00 


# of BLQ/ALQ Values 

0/J 

Week 6 

N 

42 


MEAN, GEO MEAN 

47.33,21.54 


SD, SE 

108.798,16.788 


MEDIAN 

18.74 


MIN, MAX 

3.17,703.19 


5%, 95% 

5.17,127.61 


# of BLQ/ALQ Values 

0/1 

* 

Overall 

N 

50 


MEAN, GEO MEAN 

39.94, 26.59 


SD.SE 

45.691.6.462 


MEDIAN 

28.87 


MIN, MAX 

4.35,264.63 


5%, 95% 

7.46, 129.96 


Non-Smokers 


P-value* 


NA 


NA 


NA 


NA 


' P-value from Wilcoxon rank-sum test, 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriplive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '< 1 ,234’will be used as'! .234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-1 

Statistical Comparison Between Smokers and Non-Sntokere of Blood omVor Plasma Biomarkets of Exposure by Timepoini and Ovcrafl 

(Page 4 of 14) 


Biomaiter: Acetonitrile ((nrool/LVcigarette trerdayl 


Timepoint 


Week I 


Week 2 


Week 3 


Week 6 


Overall 


Statistic 


Analytical Lab: Madison 


Smokers 


Non-Smokers 


P-value’ 


N 

50 

MEAN, GEO MEAN 

607.2, 411.0 

SO, SE 

614 52, 86.91 

MEDIAN 

349.5 

MJN, MAX 

82.7.2850.2 

5%, 95% 

133.3,2051.9 

» of BLQ/ALQ Values 

l/l 

N 

48 

MEAN, GEO MEAN 

787.0, 4682 

SD, SE 

1038.05. 149.83 

MEDIAN 

385.4 

MIN, MAX 

95.9,5001.3 

5%. 95% 

145.7, 3657.0 

# of BLQ/ALQ Values 

1/2 

N 

46 

MEAN, GEO MEAN 

1387.2.667.2 

SD, SE 

1979.68,291.89 

MEDIAN 

514.0 

MIN, MAX 

103.6, 8126.7 

5%, 95% 

172.7,6095.0 

9 of BLQ/ALQ Values 

0/5 

N 

42 

MEAN, GEO MEAN 

1153.9, 525.1 

SD, SE 

2652.49,409.29 

MEDIAN 

456.7 

MIN, MAX 

772,17143.8 

5%, 95% 

126.1,3111.1 

M of BLQ/ALQ Values 

0/1 

N 

50 

MEAN, GEO MEAN 

973,7,648.3 

SD, SE 

1113.95,157.54 

MEDIAN 

703.7 

MIN, MAX 

106.1,6451.6 

5%. 95% 

181.7,3168.4 


NA 


Na 


NA 


NA 


NA 


NOTE: Values listed were norma lived by taking the original biomarker and dividing ir by tbe number of cigarettes found in question 4 of the weekly survey for the corresponding week. " ~~ " 

* P-value from Wilcoxon rank-sum test, 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1234'wilt be used as T .2341 for tbe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall .statistics. 


Draft 1:24 July 2002 


Page 282 of!5)32 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438863 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and'or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 5 of 14) 


Bio marker J-Atninobiphe n yl-Hb addnet (pg/g hemoglobin) Analytical Lab: Harrogate. _ 

Timepoint _ Statistic _ Smokets _ Non-Smoke is 


P-value* 


Week 1 


Week 6 


* 

Overall 


N 

49 

65 

MEAN, GEO MEAN 

3.80,2.70 

0.59, 0.54 

SD,SE 

3.377, 0.482 

0.511,0.063 

MEDIAN 

2.58 

0.50 

MIN, MAX 

0.50,15,03 

0.50,4.59 

5%, 95% 

0.87,10.43 

0.50,0.77 

# of BLQ/ALQ Values 

IB 

53/0 

N 

42 

65 

MEAN, GEO MEAN 

5.36,2.93 

0.59.0.55 

SD.SE 

9 783, 1.510 

0.336, 0.042 

MEDIAN 

3.11 

0.50 

MTN, MAX 

0.50,63.34 

0.50,2.46 

5%, 95% 

0.50,12.65 

0.50,1.35 

# of BLQ/ALQ Values 

3/0 

59/0 

N 

50 

65 

MEAN, GEO MEAN 

4.39,2.89 

0.59,0.56 

SD.SE 

5.147,0.728 

0.303, 0.038 

MEDIAN 

2.79 

050 

MIN, MAX 

0.50,32.18 

0.50,2.55 

5%, 95% 

0.81, 13.14 

0.5(1,1.09 


<0001 


<.0001 


<0001 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
af the quantification (e.g., '<1.234’will be used as T.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-1 

Statistical Comparison Between Smokers arrd Non-Smokers of blood and/or Plasma Biomarkers of Exposure by Timepoini and Overall 

{Page 6 of 14) 


B iomarker 3-Am i nobiphenyl-Hb addu ct f(pg/g het noglobinVcigarette per day)_Analytical La b: Harro gate 

Timepoint _ Statistic _ Smokers _ 


Non-Smokers 


P-value* 


Week 1 N 49 

MEAN. GEO MEAN 0.27,0.21 

SD.SE 0.225,0.032 

MEDIAN 0.2! 

MIN. MAX 0.06.1.17 

5%, 95% 0.06,0.57 

# of BLQ/AIO Values 2/0 

Week 6 N 42 

MEAN, GEO MEAN 1.05,0.22 

SD, SE 4.858, 0.750 

MEDIAN 0.18 

MIN, MAX 0.03,31.67 

5%, 95% 0.05,1.05 

# of BLQ/ALQ Values 3/0 

Overall N 50 

MEAN, GEO MEAN 0.60, 0.23 

SD.SE 2.242.0.317 

MEDIAN 022 

MrN, MAX 0.05,16.01 

5%, 95% 0.06,1.11 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found ill question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum lest. 

4 Overall values calculated by first averaging (be results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<].234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 7 ofi4) 


Biomarker: 4-Arainobiphcnyi-Hb adduct (pfi/g hemoglobin) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokeis 

Non-Smakere 

P-value* 

Week 1 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

34.39,28.34 

7.28,6.51 



SD, SE 

21.781.3-111 

3.713,0.460 



MEDIAN 

28.94 

6.55 



MIN, MAX 

5.35.100.50 

2.49,23.25 



5%, 95% 

8.56,87.23 

3.12,13.59 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 6 

N 

42 

65 

<.0001 

MEAN, GEO MEAN 

59.01,37.81 

8.81, 7.96 



SD. SE 

120.309,18.564 

4.559.0.566 



MEDIAN 

38.15 

7.50 



MIN. MAX 

7.27,808.80 

4.09,27.86 



S%, 95% 

9.56,90.32 

4.36,16.50 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall 

N 

50 

65 

<.OOOI 

MEAN, GEO MEAN 

44.31,33.14 

8.05, 7.35 



SD, SE 

56.254, 7.956 

3.826,0.475 



MEDIAN 

34.25 

7.02 



MIN, MAX 

6.31,408.68 

3.62,22.96 



5%, 95% 

11.43,82.02 

3.88,15.04 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 


of the quantification (e.g., '<1.234’will be used as ’1.234} for the averages across visits within a subjecuhus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Btomarkers of Exposure by Timepoint and Overall 

(Page 8 of 1 4) 

Biomarker: 4-AminobiphenyI-Hb adduct ((pg/g hcrooglobinVcigarette per day) _ Analytical Lab: Harrogate _ 

Timepoint Statistic ___ Smokers _ Non-Smokers _ P-value a 


Week 1 

N 

49 

NA 


MEAN. GEO MEAN 

2.79, 2.20 



SD, SE 

2.710, 0.387 



MEDIAN 

2.17 



MIN, MAX 

0,59,18.14 



5%, 95% 

0.90.6.43 



# of BLQ/ALQ Values 

0/0 


Week 6 

N 

42 

NA 


MEAN, GEO MEAN 

12.99,2.83 



SD, SE 

62 106,9.583 



MEDIAN 

2.38 



MIN, MAX 

0.95,404.40 



5%, 95% 

1.29, 8.15 



ff of BLQ/ALQ Values 

0/0 


Overall’ 

N 

50 

NA 


MEAN, GEO MEAN 

7.07,2.62 



SD, SE 

28.615.4.047 



MEDIAN 

2.19 



MIN, MAX 

0.90,203.63 



5%, 95% 

1.16,8.27 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< 1.234’will be used as ’1.234’) for Che averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-1 


Statistical Comparison Between 

Biomarken Corboxyhemoglobin {% saturation) Analytical Lab: CCLS 

Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 
(Page 9 of 14) 


Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-value‘ 

Week 1 

N 

50 


65 

^.0001 

MEAN, GEO MEAN 

4.4,3.3 


0.4, 0.4 



SD.SE 

3.14,0.44 


0.17, 0.02 



MEDIAN 

4.0 


0.3 



MIN, MAX 

0.3.14.8 


0.3, 1.0 



5%, 95% 

0.9, 11.3 


0.3.0.7 


# of BLQ/ALQ Values 

DO 


39/0 


Week 2 

N 

49 


65 

<.0001 

MEAN, GEO MEAN 

4.0, 2.8 


0.4,0.3 



SD.SE 

3.01.0.43 


0.16, 0,02 



MEDIAN 

3.4 


0.3 



MIN, MAX 

0.3. 13.3 


0.3, 1.1 



5%, 95% 

0.3,9.8 


0.3. 0,8 


# of BLQ/ALQ Values 

3/0 


47/0 


Week 3 

N 

46 


65 

<0001 

MEAN, GEO MEAN 

4.7.3.6 


0.5, 0.4 



SD.SE 

3.03,0.45 


0.50, 006 



MEDIAN 

4.0 


0.3 



MIN, MAX 

0.3,11.3 


0.3,28 



5%, 95% 

0.7, 10.4 


0.3,1.6 


# of BLQ/ALQ Values 

1/0 


38/0 


Week 6 

N 

41 


65 

<-0001 

MEAN, GEO MEAN 

4.7,3.5 


0.4, 0.4 



SD.SE 

2.96.0.46 


0.20, 0.03 



MEDIAN 

4.1 


0.3 



MIN, MAX 

0.3,13.9 


0.3, 1.3 



5%. 95% 

0.4, 9.2 


0.3,0.8 


U of BLQ/ALQ Values 

2/0 


34/0 


Overall 

N 

50 


65 

<0001 

MEAN. GEO MEAN 

4.4,3.3 


0.4. 0.4 



SD.SE 

2.90,0.41 


0.19,0.02 



MEDIAN 

4.0 


0.4 



MIN. MAX 

0.3, 12.2 


0.3, 1.3 



5%, 95% 

0.7, 9.8 


0.3,0.8 



■ P-value ftom Wiicoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLO/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 


of the quantification (eg., V:1 234’ will be used as ’1,2343 for the averages across visits within a snhject thus eliminating all RI Q/AI Q values for the overall statistics. 
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PM3006438868 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Tabic 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers o f Exposure by Timepoint and Overall 

(Page 10 of 14) 


Biomarker: Ca rboxyhemoalobin ((% taturalionVcicarette per day) _ Analytical Lab: CCLS ___ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

50 

NA 

MEAN. GEO MEAN 

0.3.0.3 



SD.SE 

0.42,0.06 



MEDIAN 

0.2 



MIN, MAX 

0.1, 3.0 



5%, 95% 

0.1, 0.8 


s of BLQ/ALO Values 

I/O 


Week 2 

N 

49 

NA 

MEAN, GEO MEAN 

0.3, NA 



SD, SE 

0.60, 0.09 



MEDIAN 

0.2 



MIN, MAX 

0.0.4.3 



5%, 95% 

0.1, 0.5 


it ofBLQ/ALQ Values 

3/0 


Week 3 

N 

46 

NA 

MEAN, GEO MEAN 

0.4, 0.3 



SD.SE 

0.35, 0.05 



MEDIAN 

0.3 



MIN, MAX 

0.1, 2.3 



5%, 95% 

O.l, 0.9 


# of BLQ/ALQ Values 

1/0 


Week 6 

N 

41 

NA 

MEAN, GEO MEAN 

0.5, 0.3 



SD.SE 

1.07,0.17 



MEDIAN 

0.3 



MIN, MAX 

0.1, 7.0 



5%, 95% 

O.l, 0.7 


# of BLQ/ALQ Values 

2/0 


Overall 

N 

50 

NA 

MEAN, GEO MEAN 

0.4.0.3 



SD, SE 

0.5S, 0.08 



MEDIAN 

0.3 



MIN, MAX 

0.1.4.2 



5%, 95% 

O.l, 0.7 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does nol apply as the BLQ/ALQ values were converted to the limit 


nfthe quantification (e.g., "<I.234’wiIi be used as ’I.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/AIO values forthe overall statistics. 
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PM3006438869 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkets of Exposure by Timepoint and Overall 

(Page 11 ofl4) 


Biomarker: 3-Aminobipheny 1-Hb adduct fpe/e. hemoglobin) 

Analytical Lab: TNB1FO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vatue’ 

Weekl 

N 

3 

8 

0,6831 

MEAN, GEO MEAN 

0.70,0.70 

1.44,0.93 



SD.SE 

0.000,0.000 

2.082, 0.736 



MEDIAN 

0.70 

0.7(1 



MIN, MAX 

0.70.0.70 

0.70, 6.59 



5%, 95% 

0.70.0.70 

0.70, 6.59 


§ of BLQ/ALQ Values 

3/0 

7/0 


Week 6 

N 

3 

8 

1.0000 

MEAN, GEO MEAN 

0.70, 0.70 

0.70, 0.70 



SD.SE 

0.000,0.000 

0.000, 0.000 



MEDIAN 

0.70 

0.70 



MIN, MAX 

0.70,0.70 

0.70,0.70 



5%. 95% 

0.70,0.70 

0.70, 0.70 


# of BLQ/ALQ Values 

3/0 

8/0 


Overall 

N 

5 

8 

0.5271 

MEAN, OEO MEAN 

0.70. 0.70 

1.07,0.86 



SD.SE 

0.000,0.000 

1.043,0.369 



MEDIAN 

0.70 

0.70 



MIN. MAX 

0.70,0.70 

0.70,3.65 



5%, 95% 

0.70,0.70 

0.70,3.65 



■ P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging tlx results acioss visits within a subject, then calculating (he descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the B LQ/ALQ values were converted to the limit 


of the quantification (e.g., N1.234'will beusedas T.234 1 ) forthe averages across visits within a subject thus eliminating all BLQ/ALQ values fur [he overall statistics, 
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PM3006438870 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Btomarkers of Exposure by Timepoint and Overall 

(Page 1 2 of 14) 


Biomarker: 3-ArainobiphenyI-Hb adduct ((pg/g bemoglobinVci^arette per day) _ Analytical Lab: INB1FQ _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value" 


Week I 

N 

3 


MEAN. GEO MEAN 

0.07,0.07 


SD. SE 

0.042, 0.024 


MEDIAN 

0,06 


MIN, MAX 

0.04,0.12 


5%, 95% 

0.04,0.12 


If of BLQ/ALQ Values 

,3/0 

Week 6 

N 

3 


MEAN. GEO MEAN 

0.10,0.08 


SD.SE 

0.074,0.043 


MEDIAN 

0.07 


MIN, MAX 

0.04,0.18 


5%, 95% 

0.04,0.18 


tt Of BLQ/ALQ Values 

3/0 

* 

Overall 

N 

5 


MEAN, GEO MEAN 

0.08,0.07 


SD.SE 

0.059, 0.026 


MEDIAN 

0.06 


MIN, MAX 

0.04,0.18 


5%, 95% 

0.04,0.18 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’ will be used as *1.234T for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438871 


12226-8450 




RSR 

Protocol No. PM-8450 
Covance CRU Study No. 


Table 14.2. W 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 13 of 14) 


Biomarker: 4-Aminobiphenyl-Hb adduce {pe/g hemoglobin) 

Analytical Lab: INB1FO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

7 

8 

0.0015 

MEAN, GEO MEAN 

33.31,31.47 

10.42,9.82 



SD, SE 

13.624,5.150 

4.045,1.430 



MEDIAN 

29.87 

968 



MIN, MAX 

19.77,62.63 

6.74.18.39 



5%, 95% 

19.77,62.63 

6.74.18.39 


S of BLQ/ALQ Values 

0/0 

0/0 


Week 6 

N 

7 

8 

0.0032 

MEAN, GEO MEAN 

32.57, 28.28 

11.30,10.58 



SD, SF. 

21.523, 8-135 

4.479. 1.584 



MEDIAN 

27.83 

9.93 



MIN, MAX 

16.85.78.25 

6.90.19.24 



5%, 95% 

16,85. 78.25 

6.90,19.24 


ff of BLQ/ALQ Values 

0/0 

0/0 


Overall 

N 

8 

8 

0.0009 

MEAN, GEO MEAN 

32.48. 30.80 

10.86, 10.35 



SD, SE 

11.676,4.128 

3.648, 1.290 



MEDIAN 

29.20 

9.86 



MTN, MAX 

18.31,54.06 

6.99,16.69 



5%, 95% 

18.31,54.06 

6.99,16.69 



‘ P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as ’1.2343 for the averages across visits within a subject thus eliminating; all BLQ/ALQ values for the overall statistics. 
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PM3006438872 


• • t 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkeis of Exposure by Timepoint and Overall 

(Page 14 of 14) 


Biomarker 4-Ammobtphenyl-Hb adduct ((pfi/g hemofilohinycigarerie per day) _ Analytical Lab: INB1FQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

7 


NA 

MEAN, GEO MEAN 

4.61,3.07 




SD.SE 

5.135,1.941 




MEDtAN 

2.30 




MIN. MAX 

1.00,15.66 




5%, 95% 

1.00,15.66 



# of BLQ/ALQ Values 

0/0 



Week 6 

N 

7 


NA 

MEAN, GEO MEAN 

7.72,2.20 




SD.SE 

2.048,0.774 




MEDIAN 

2.43 




MIN, MAX 

0.89,6.96 




5%, 95% 

0.89,6.96 



If of BLQ/ALQ Values 

0/0 



Overall 

N 

8 


NA 

MEAN, GEO MEAN 

3.62.2.81 




SD.SE 

3.281,1.160 




MEDIAN 

2.59 




MIN, MAX 

1.33,1J.3I 




5%, 95% 

1.33,11.31 




NOTE; Values listed were normalized by taking the original biomatker and dividing it by die number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-va!ue from Wifcoxon rank-sum test, 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’-will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438873 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2,1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepomt and Overall 

(Page 1 of 264) 


Bicmaiker; NNAL <pg/24hr) _ Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

• 5U , 

65 

<0001 

MEAN, GEO MEAN 

24*87,700, I81B53.367 

11565.751,10175.939 



SD, SE 

ISOfl86.7708, 25482.2575 

6083.1888,754.5267 



MEDIAN 

! 224364.Q00 

9420.000 



MIN, MAX 

8*60.000, 852b55.0tX) 

3180.000,30796.800 



5%, 95% 

23940.000.649460.000 

4800.000,22800.000 


# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

40 

65 

<.0001 

MEAN, GEO MEAN 

278384.265,210748.456 

14031.600, 12142.720 



SD, SE 

T 74391.9368,25712.6883 

9362.8824,1161.3226 



MEDIAN 

24I4S1 000 

12000.000 



MIN, MAX 

6288.000,781704.000 

4500.000, 57240.000 



5%, 95% 

52440.000,558700.000 

5940.000, 28440.000 


# of BLQ/ALQ Values 

1/0 

61/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

259455.192,199546 451 

12798.675,11568.878 



SD, SE 

160409.3654,22685.3100 

6104.9573,757.2268 



MEDIAN 

239327.000 

11190.000 



MIN, MAX 

7374.000, 589956.000 

3840.000,32310.000 



5%, 95% 

47776.000, 584078.900 

6450.000, 24998.400 



■ P-value from Wilco^on rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/AI.Q values does not apply as the Bl Q/AI Q values were converted to the limit 
of the quantification (e.g., ’<1.234' wit! be used as *1.2340 for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006438874 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokcra and Non-Smokcre of 24-Hour Urine Btomarkers of Exposure by Ttmepoint and Overall 

(Page 2 of 264) 


Bioinarker; NNAL (pmoI/24hr) _ Analytical Lab: Madison __ _ _ _ _ 

Time point Statistic _ Smokers _____ Non-Smokers _ P-value* 


Week 1 

N 

50 

65 

■A0001 


MEAN, GEO MEAN 

1191.595. 869.259 

55.284,48.641 



SD, SE 

861.2928. 121.8052 

29.0777.3.6066 



MEDIAN 

1072460 

45.028 



MIN, MAX 

40.439,4074.257 

15.200, 147.209 



5%, 95% 

114433,3104.419 

22.944,108.984 



# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

65 

A0001 


MEAN, GEO MEAN 

1330.677, 1007.378 

67.071,58.042 



SD. SE 

833,5934.122.9066 

44.7546,5.5511 



MEDIAN 

1154.279 

57.360 



MIN, MAX 

30.057, 3736.545 

21.510,273.607 



5%, 95% 

250.663, 2670.586 

28.393,135.943 



ff of BLQ/ALQ Values 

1/0 

61/0 


Overall* 

N 

50 

65 

aOOOJ 


MEAN, GEO MEAN 

1240.196. 953.832 

61.178, 55.299 



SD, SE 

766.7568, 1084358 

29.1817,3.6195 



MEDIAN 

1143.984 

53488 



MIN, MAX 

35.248,2819.990 

18.355, 154.442 



5%, 95% 

228-369,2791.897 

30.831,119.493 



a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as '1,234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1:24 July 2002 


Page 294 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438875 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1*2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btomarkers of Exposure by Timepoint and Overall 

(Page 3 of 264) 


Biomarker: NNAL {(n2/24hryci|»rette per day) 

Analytical Lab: Madison 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

50 


NA 

MEAN. GEO MEAN 

18139.155,13969.400 




SD.SE 

15044.5776,2127.6246 




MEDIAN 

13949.909 




MIN. MAX 

2820.000.85235.500 




5%, 95% 

5471.667.46530.000 



# of BLQ/ALQ Values 

2/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

20247.891,16799.465 




SD.SE 

12691.7845,1871.3015 




MEDIAN 

16864.236 




MIN, MAX 

2095.000,64500.000 




5%, 95% 

6485.000,41592,667 



# of BLQ/ALQ Values 

1/0 



Overall* 

N 

50 


NA 

MEAN, GEO MEAN 

19273.807.15968.329 




SD, SE 

12317.2616,1741,9238 




MEDIAN 

14798.998 




MIN, MAX 

2458.000.62355.425 




5%, 95% 

5079.000,42648.800 




NOTE: Values listed were normalized by taking the original biom&rfccr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcox an rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., .234’ will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Drafll: 24 July 2002 


Page 295 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438876 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 4 of 264) 


Biomariter NNAL f(DmoV24hrVciearette per day) Analytical Lab: Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

50 


MEAN, GEO MEAN 

30.705, 66.714 


SD.SE 

71.9131, 10.1701 


MEDIAN 

66.681 


MIN. MAX 

13.480.407.426 


5%. 95% 

26.155.222.413 


# of BLQ/ALQ Values 

2/0 

Week 3 

N 

46 


MEAN, CEO MEAN 

96.785, 80.301 


SD, SE 

60.6667,8.9448 


MEDIAN 

80612 


MIN, MAX 

10.019.308.310 


5%, 95% 

31.003, 198.813 


# of BLQ/ALQ Values 

1/0 

Overall’ 

N 

50 


MEAN, GEO MEAN 

92.129, 76.329 


SD, SE 

58.8765,8.3264 


MEDIAN 

70740 


MIN. MAX 

11.750,298.059 


5%, 95% 

24.278,203.862 


NOTE: Values listed were normalized by taking the original biomarker and dividing h by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum te&t. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’ will be used as T.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438877 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 


Biomarker: NNAL (pK/mfi Creatinine) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 5 of 264) 

Analytical Lab: Madison 



Smokers 

Non-Smokers 

P-value* 

Week 1 N 

50 

65 

<.0001 

MEAN, GEO MEAN 

219.163.150.676 

8.498,7.145 


SD. SE 

181.7279,25.7002 

5.1547, 0.6394 


MEDIAN 

178.751 

7.823 


MIN. MAX 

7.958, 813.359 

1.932,29.814 


5%, 95% 

13.730.612.755 

2,911, 17.143 


# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 N 

46 

65 

<.0001 

MEAN, GEO MEAN 

226.894, 168.981 

10.253, 8.514 


SD, SE 

159.5468.23.5386 

6.4647,0.8019 


MEDIAN 

194.555 

9.259 


MIN, MAX 

5.525, 724.324 

2.158,30.264 


5%, 95% 

47.240.547.012 

2.923,23.715 


# of BLQ/ALQ Values 

I/O 

61/0 


Overall' N 

50 

65 

<.0001 

MEAN, GEO MEAN 

223.061. 162.757 

9.376,8.147 


SD, SE 

167.5167,23.6904 

4.8825, 0.6056 


MEDIAN 

185,127 

8.674 


MIN, MAX 

6.742,768.842 

2,364,23.043 


5%, 95% 

34.373, 535.268 

3.185, 18.495 



8 P-value from Wilcoxon rank-sum test, . 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


t 
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PM3006438878 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 6 of 264) 


Biomaiker: NNAL (pmol/mg Creatinine) _ Analytical Lab; Madison 


Timetwint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week J 

N 

50 

65 

s.OOOl 

MEAN, GOO MEAN 

1.048,0.720 

0.041.0,034 



SD, SB 

9.8687,0.1229 

0.0247,0.0031 



MEDIAN 

9855 

0.037 



MIN, MAX 

0.038,3.888 

0.009,0,143 



5%, 95% 

0.066,2.929 

0.014,0.082 


# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

65 

<.0001 

MEAN. GEO MEW 

1.085,0.807 

0.049,0.041 



SD, SF 

0.7631,0.1125 

0.0308,0.0038 



MEDIAN 

0.930 

0.044 



MIN, MAX 

0.026.3.462 

0.010,0.145 



5%, 95% 

0.226,2.615 

0.014,0.113 


# of BLQ/ALQ Values 

1/0 

61/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEW 

1.066,0.778 

0.045,0.039 



SD, SE 

0.8008,0.f 132 

0.0233,0.0029 



MEDIAN 

0.885 

0.042 



MIN, MAX 

0.032,3.675 

0.011,0.110 



5%, 95% 

0.164,2.559 

0.015,0.068 



“ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<i .234* will be used as ’1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 7 of264) 


Biomarken NNAL ((pg/nifi Creatinineycigarette per day) _ Analytical Lab: Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week I 


Week 3 


Overall* 


N 

50 

MEAN, GEO MEAN 

17.186, 11.574 

SD.SE 

22.5070.3.1830 

MEDIAN 

11.512 

MIN, MAX 

2.653,153.410 

5%, 95% 

3.199,40.850 

# of BLQ/ALQ Values 

2/0 

N 

46 

MEAN, GEO MEAN 

17.401,13.470 

SD, SE 

14.5069,2.1389 

MEDIAN 

12.185 

MIN, MAX 

1.842,69.200 

5%, 95% 

4.470,55.549 

# of BLQ/ALQ Values 

1/0 

N 

50 

MEAN, GEO MEAN 

17.523, 13.046 

SD,SE 

16.9853,2.4021 

MEDIAN 

11.915 

MTN, MAX 

2.248,104.480 

5%, 95% 

4.078,40.850 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1-234’will be used as '1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomariccrs of Exposure by Timepoint and Overall 

(Page 8 of 264) 


Biomaiker. NNAL ((pmol/mg GreatinineVcigarette per day) Analytical Lab: Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value J 


Week 1 


Week 3 


Overall* 


N 

50 

MEAN. GEO MEAN 

0.082.0.055 

SD.SE 

0.1075,0.0152 

MEDIAN 

0 055 

MIN, MAX 

0.013,0.733 

5%, 95% 

0.015,0.195 

# of BLQ/ALQ Values 

2/0 

N 

46 

MEAN, GEO MEAN 

0.083,0.064 

SD, SE 

0.0694,0.0102 

MEDIAN 

0.058 

MIN, MAX 

0.009,0.331 

5%, 95% 

0.021,0.266 

# of BLQ/ALQ Values 

1/0 

N 

50 

MEAN, GEO MEAN 

0.084,0.063 

SD.SE 

0.0812.0.0115 

MEDIAN 

0.057 

MIN. MAX 

0.011.0.500 

5%, 95% 

0.020,0,195 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcox on rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *< 1.234* will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timcpoint and Overall 

(Page 9 of 264) 


Biomarker; NNAL (p g /mL )_ Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

weekl 

N 

50 

65 

40001 

MEAN, GEO MEAN 

150.0,106,4 

6.4, 6.2 



SD, SE 

107.23, 15.16 

1.89,0.23 



MEDIAN 

136.4 

6.0 



MIN. MAX 

6.0,484.5 

6.0,20.3 



5%, 95% 

11.4,347.9 

6.0, 8,5 


# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

161.2, 123.5 

7.3, 6.5 



SD, SE 

109.14, 16.09 

6.31,0.78 



MEDIAN 

144.2 

6.0 



MIN, MAX 

6.0, 485.1 

6.0,42.4 



5%, 95% 

28.2, 405.1 

6.0,10.5 


n of BLQ/ALQ Values 

1/0 

61/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

153.7, 118.3 

6.9,6.5 



SD. SE 

101.02, 14.29 

3.26,0.40 



MEDIAN 

138.9 

6.0 



MIN, MAX 

6.0, 474.5 

6.0,24.2 



5%, 95% 

20.9, 351.6 

6.0, 11.4 



* P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1 234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2,1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Eiomaikers of Exposure by Timepoint and Overall 

(Page 10 of 264) 


Biomaricer: NNAL (ptnol/L) _ Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

JQ 

65 

<.0001 

MEAN, GEO MEAN 

717.2.508.7 

30.5.29.8 



SD.SE 

512.56,72.49 

9.01,1.12 



MEDIAN 

652.0 

28.7 



MIN, MAX 

28.7,2315.9 

28.7,97.0 



5%, 95% 

54.5,1663.0 

28.7,40.6 


ft of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

65 

*■.0001 

MEAN. GEO MEAN 

770.5,590.3 

35.0,31.2 



SD, SF. 

521.68,76.92 

30.16, 3.74 



MEDIAN 

689.0 

28.7 



MIN. MAX 

28.7.2318.8 

28.7,202.7 



5%, 95% 

134.8,1936.4 

28.7,50.2 


# Of BLQ/ALQ Values 

I/O 

61/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

734.7, 565.3 

32.8,31.1 



SD, SE 

482.89,68.29 

15.56,1.93 



MEDIAN 

663.9 

28.7 



MIN, MAX 

28.7, 2268.1 

28.7, 115.7 



5%, 95% 

99.9,1680.7 

28.7,54.3 



* P-value from Wilcoxon rank'sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acmss subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234'will be used as ’1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btomarkers of Exposure by Timepoint and Overall 

(Page 11 of 264) 


Biomarker: NNAL ((pg/mLycigarette per day) 

Analytical Lab: Madison 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

11.0,8.2 




SD, SE 

9.18,1,30 




MEDIAN 

7.9 




MIN, MAX 

1.4,47.0 




5% 95% 

2.0,27,8 



# of BLQ/ALQ Values 

2/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

12.9, P.8 




SD, SE 

10.89.1.61 




MEDIAN 

10.3 




MIN, MAX 

2.0,58.2 




5%, 95% 

2,8,31.2 



# of BLQ/ALQ Values 

1/0 



Overall* 

N 

50 


NA 

MEAN. GEO MEAN 

12.2,9.5 




SD, SE 

9.72,1.37 




MEDIAN 

8.9 




MIN, MAX 

2.0,47.0 




5%, 95% 

2.7,36.7 




NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^<1.234’will be used as ’1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Nour Unite Biomarkers of Exposure by Timepoint and Overall 

fPage 12 af2M) 


Bioroarker: NNAL CCptnol/Lycigarette per day) 
Timepoint _ Statistic _ 


Analytical Lab: Madison 
_Smokers 


Non-Smokers 


P-value* 


Week I N 50 

MEAN. GEO MEAN 52.J, 39.1 

SD.SE 43 87, 6.20 

MEDIAN 37.9 

MIN. MAX SJ. 224.7 

5%, 95% 9.6,132.6 

ft of BLQ/ALQ values 2/0 

Week 3 V 46 

MEAN, GEO MEAN 617,47.1 

SD, SE 52.02.7.67 

MEDIAN 49.0 

MIN, MAX 9.6, 278.0 

5% 95% 13.5, 148.9 

ft of BLQ/ALQ Values 1/0 

Overall' N 50 

MEAN, GEO MEAN 58.1,45.1 

SD.SE 46.43,6.57 

MEDIAN 423 

MTN.MAX 9.6,224.7 

5%, 95% 12.7,175.1 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original bipmnrker and dividing ii by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g., ’<1 234’wiII be used as 7.2341 for the averages across visits within a subject thus eliminating ali BLQ/ALQ values forthe overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timcpoint and Overall 

(Page 13 of 264) 


Biamarker: NN AI. plus N NAL-el uc (p g /24hr) Analytical Lab: Madison _ 

Timepomt _ Statistic _ Smokers _ Non-Smokers 


P-value’ 


Week ] 

N 

49 

65 

<0001 


MEAN, GEO MEAN 

860758.551,585425.280 

14520.477,10879.233 



SD, SE 

613472.2046, 87638.8864 

22133.4597,2745.3178 



MEDIAN 

785030.000 

10140.000 



MIN, MAX 

8460.000,2307613.000 

3180.000,181986.000 



5%. 95% 

37125.000,2084332.500 

4680.000.21000.000 



# of BLQ/ALQ Values 

1/0 

58/0 


Week 3 

N 

46 

65 

<.0001 


MEAN, GEO MEAN 

914457.937,627898.806 

14369.154, 12281,453 



SD. SE 

709365.3233,104590.2109 

10422.0126,1292.6916 



MEDIAN 

783064.000 

12000.000 



MIN, M.AX 

6288.000,4046406.000 

4500.000,61490.000 



5%, 95% 

97520.000, 1964160.000 

6408.000,28440.000 



tt of BLQ/ALQ Values 

1/0 

58/0 


Overall* 

N 

SO 

65 

<.0001 


MEAN, GEO MEAN 

874401.621,615371.996 

14444.815, 11969.312 



SD.SE 

592615.0179,83808.4196 

12990.5012,1611.2734 



MEDIAN 

839769.000 

11070.000 



MIN. MAX 

7374.000,2468208.000 

3840000,97218.000 



5%, 95% 

66085.000,2080140.250 

6400.000, 30583.000 



* P-valuc from Wilcoxon rank-sum rest. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 14 of264) 


Btomaricer: NNAL plus NNAL-glue (prool/24hr) Analytical Lab: Madison 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

4114.426,2798,333 

69.408,52.003 



SD.SE 

2932,3970,418.9139 

105.7979,13.1226 



MEDIAN 

3752.443 

48.469 



MIN, MAX 

40.439.11030.390 

15.200.869.893 



5 %. 95% 

177.458,9963.109 

22.370,100.380 


# of BLQ/ALQ Values 

1/0 

58/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

4371.109,3001.357 

68.685,58.705 



SD.SE 

3390.7663,499.9412 

49.8172,6.1791 



MEDIAN 

3743.046 

57,360 



MIN, MAX 

30.057, 19341.82! 

21.510,293.922 



5%, 95% 

466.146,9388,685 

30.630,135.943 


#ofBLQ/ALQ Values 

1/0 

58/0 


Overall' 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

4179.640,2941.479 

69.046, 57.214 



SD, SE 

2832.6997,400.6042 

62.0946,7.7019 



MEDIAN 

4014.096 

52.915 



MIN, MAX 

35.248, 11798.035 

18.355,464.702 



5%, 95% 

315.887,9943.070 

30.592,146.187 



4 P-value from wilcoxon Tank-sum test. 

* Overall values calculated by firet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers end Mon Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 15 of 264) 


Biomaiker: NNALplus NNAL-gluc fCpg/24hrV cigarette per day) Analytical Lib: Madison 


Timepoint 
Week 1 


Week 3 


Overall' 


Statistic_ Smokers 


N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 
MIN. MAX 
5%. 95% 

It of BLQ/ALQ Vahies 
N 

MEAN, CEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

S or BLQ/ALQ Values 
N 

MEAN. GEO MEAN 
SD. SE 
MEDIAN 
MIN. MAX 
5%, 95% 


49 

56456.734, 44404.705 
38952.1870,5564.5983 
50477.857 

2820,000.176718.500 
12565.000, 153840.867 
1/0 

46 

62625.596,50051.917 
40526.0676, 5989.9869 
51940.813 

2096.000,192686.000 
18154.500,138353.600 
1/0 

50 

59627.475,40291.845 

34052.5998,4815.7648 

51637.690 

2458.000,154712.800 
16521.250,132624.738 


Non-Smokers 


P-value* 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’< 1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


I 
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Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 16 of 264) 


Biomarker NNAL plus NNAL-gluc (Tpmol/24hrycigarettc per day) _ Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 9 

Week 1 

N 

49 


NA 

MEAN, GEO MEAN 

269.863,212,255 




SD. SE 

186,1914,26.5968 




MEDIAN 

241.284 




MIN, MAX 

13,480. 844.714 




5%, 95% 

60.061,735.359 



# of BLQ/ALQ Values 

I/O 



week 3 

N 

46 


NA 

MEAN, GEO MEAN 

299.350,239,248 




SD. SE 

194.1926,28.6321 




MEDIAN 

248.277 




MIN, MAX 

10.019,921.039 




5%, 95% 

86.779,661.3.30 



# of BLQ/ALQ Values 

I/O 



Overall* 

N 

50 


NA 

MEAN. GEO MEAN 

285.020.235.616 




SD, SE 

162.7713.23.0193 




MEDIAN 

246.829 




MIN, MAX 

11.750,739.527 




5%, 95% 

78.972, 633.946 




NOTE; Values listed were normalized by taking the original biomarkcr and dividing it by (he number of cigarettes found in question 4 of Lhc weekly survey for the corresponding week, 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btomarkm of Exposure by Timepoint and Overall 

(Page 17 of 264) 


Biomarker: NNAL plus NNAL-gluc (pc/mg Creatinine) 

Analytical Lab: Madison 



Timepoint 

Statistic 

Smokere 

Non-Smokers 

P-value" 

Week 1 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

738.054,487.673 

10.558, 7.638 



SD.SE 

585.24*3,83.6069 

16.3892,2.0328 



MEDIAN 

625.442 

8.915 



MIN, MAX 

7.958,2575.145 

1.932, 134.956 



5%, 95% 

30.892, 2010.238 

2.683, 17.699 


# of BLQ/ALQ Values 

1/0 

58/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

721.933, 503.456 

10.876,8.612 



xr>, se 

524.1048,77.2750 

9.0374,1.1210 



MEDIAN 

580.019 

8.380 



MIN. MAX 

5,525.2275,640 

2.158. 53.767 



5%, 95% 

65.031,2004.781 

2.923,30.000 


# of BLQ/ALQ Values 

1/0 

58/0 


Overall 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

726.768.500.586 

10.717,8.491 



SD, SE 

532.2826,75.2761 

9.7162,1.2051 



MEDIAN 

617.105 

8.438 



MIN, MAX 

6.742,2250.747 

2.131, 70.371 



5%, 95% 

43.687, 1877.496 

3.508, 27.562 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234* will be used as , I.234*> for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1: 24 July 2002 


Page 309 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438890 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Mon-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 18 of264) 


Biomaiker: NNAL plus NNAL-eluc (pmol/nia Creatinine) 

Analytical Lab: Madison 



Timepoim 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

3.528,2.331 

0.050,0036 



SD,SE 

2.7975, 0.3996 

0.0783,0.0097 



MEDIAN 

2.990 

0.043 



MIN, MAX 

0.038.12,309 

0.009,0.645 



5%, 95% 

0.148,9.609 

0.013,0.085 


# of BLQ/ALQ Values 

1/0 

58/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

3.451, 2.406 

0.052,0.041 



SD.SE 

2,5053,0.3694 

0.0432,0.0054 



MEDIAN 

2.773 

0.040 



MIN, MAX 

0.026,10.878 

0.010,0.257 



5%, 95% 

0.311, 9.583 

U.014,0.143 


# of BLQ/ALQ Values 

1/0 

58/0 


Overall' 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

3.474, 2.393 

0.051,0.041 



SD, SE 

2.5443.0.3598 

0.0465,0.0058 



MEDIAN 

2.950 

0.041 



MIN, M.AX 

0.032,10.759 

0.010,0.337 



5%, 95% 

0.209, 8.975 

0.017, 0.132 



" P-yaluc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcre of Exposure by Timepoint and Overall 

(Page 19 of264) 

Biomarker: NNAL plus NNAL-gluc ((pg/mg Crea ttnineVcigareHe per day) Analytical Lab: Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers __ P-value* 


Week 1 


Week 3 


Overall* 


N 

49 

MEAN, CEO MEAN 

53.989,36.990 

SD, SE 

73.1881, 10.4554 

MEDIAN 

40.489 

MIN, MAX 

2 653,515 029 

5%. 95% 

8.053.116.939 

#Df BLQ/ALQ Values 

1/0 

N 

46 

MEAN, GEO MEAN 

52.624,40.132 

SD, SE 

44.1283, 6.5064 

MEDIAN 

39.373 

MIN, MAX 

1.842,235.969 

5%, 95% 

16,258,155.193 

# of BLQ/ALQ Values 

1/0 

N 

50 

MEAN, GEO MEAN 

53.613.40 164 

SD, SE 

54.9019, 7.7643 

MEDIAN 

41.836 

MIN. MAX 

2.248,375.499 

5%, 95% 

13.016, 131.185 


NA 


NA 


NA 


NOTE. Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., .234’ will be used as ’1,234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 20 of 264) 


Biomarker: NN AL plus NNAL-sluc (fomol/me Creatininel/cigarette per day) 

Analytical Lab: Madison 



Timenoint 

Statistic 

Smokers 


Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5'/., 95% 

# of BLQ/ALQ Values 

49 

0.258, 0.177 
0.3498,0.0500 

0 194 

0.013,2 462 
0.039,0.559 

1/0 



NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

46 

0.2S2,0.192 
0.2109,0.0311 
0.189 

0.009,1.128 
0.078,0.742 

1/0 



NA 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

50 

0.257,0.193 
0.2624, 0.0371 
0.200 

0.011,1.795 
0.063,0.527 



NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum test, 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the B LQ/ALQ values were converted to the limit 
Of the quantification (e.g., *<1.234* will be used as 1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 21 of264) 


Bioniarker: NNAL plus NNAL-gluc (pg/mL) 

Analytical Lab: Madison 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

49 

65 

c.0001 

MEAN. GEO MEAN 

546.8,341.2 

9.5,6.7 



SD, SE 

468.94, 66.99 

22.78, 2.83 



MEDIAN 

475.2 

6.0 



MIN, MAX 

6.0,2045.7 

6.0, 185.7 



5%, 95% 

16.5,1604.2 

6.0, 8.8 


# of BLQ/ALQ Values 

1/0 

58/0 


Week 3 

N 

46 

65 

-<.ooo: 

MEAN. GEO MEAN 

552.8, 367.9 

7.4, 6.6 



SO, SE 

487.35.71.86 

614. 0.76 



MEDIAN 

426.6 

6.0 



MIN. MAX 

6.0.2223.3 

6.0,47.3 



5%. 95% 

53.0,1721.9 

6.0,11.9 


# of BLQ/ALQ Values 

1/0 

58/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

542.5, 366.0 

8.5, 6.8 



SD, SE 

427.04,60.39 

1223,1.52 



MEDIAN 

433.9 

6.0 



MIN, MAX 

6.0,1663.1 

6.0,95.9 



5%, 95% 

34.8, 1471.5 

6.0, 1 1.9 



* P-valuc from Wilcoxon rank-aum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ‘'1.234'^J for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Nor-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 22 of 264) 


Biomarker; NNAL plus NNAL- g luc Ipmol/L) Analytical Lab: Madison ___ 

Timepoint _ Statistic _ Srookets _ Non-Smokers 


P-value* 


Week 1 N 49 

MEAN. GEO MEAN 26)3.5,1631-1 

SD,SE 2241.53,320.22 

MEDIAN 2271.5 

MIN, MAX 28.7,9778.4 

5%. 95% 78.9,7668.1 

# of BLQ/ALQ Values I/O 


65 

45.7, 31.9 
108.87, 13 50 

28.7 

28.7, 887.6 
287,42.1 

58/0 


Week 3 N 46 

MEAN, GEO MEAN 2642.5, 1758,6 

SD, SE 2329.54.343.47 

MEDIAN 2038.9 

MIN, MAX 28.7, 10627.4 

5%, 9.5% 253.3,8230.7 

# Of BLQ/ALQ Values 1/0 


65 

35.3,31.6 
29.34, 3.64 
28.7 

28.7,226.1 
28.7, 56.9 
58/0 


Overall* N 50 

MEAN, GEO MEAN 2592.9, 1749.4 

SD, SE 2041.22,288.67 

MEDIAN 2074.0 

MIN, MAX 28.7,7949.4 

5%, 95% 166.1,7033.6 


65 

40.5, 32.5 
58.54,7.26 
28.7 

28.7,458.2 
28.7, 56.7 


<. 000 ! 


<0001 


<0001 


9 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/A LQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as ’1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Tabic 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bromarkcra of Exposure by Timepoint and Overall 

[Page 23 of 264) 


Biotnatker NNAL plus NNAL-eluc ftpe/mLVeigarette per day) 
Timepoint _ Statistic _ 


Analytical Lab: Madison 
Smokers_ 


Non-Smokers 


P-vaiue' 


week 1 N 49 

MEAN. GEO MEAN 36.0,25.9 

SD.SE 29.20,4.17 

MEDIAN 27.0 

MrN.MAX 2.0.128.6 

5%. 95% 6.0.95.6 

# of BLQ/ALQ Values 1/0 

Week 3 N 46 

MEAN, GEO MEAN 41.9,29.3 

SD.SE 41.76,6.16 

MEDIAN 24.0 

MrN.MAX 2,0,247.1 

5%, 95% 10.0,100.6 

# of BLQ/ALQ Values 1/0 

Overall' N 50 

MEAN, GEO M EAN 39.2,29.2 

SD.SE 31.74,4.49 

MEDIAN 27.S 

MIN. MAX 2,0.168.1 

5%, 95% 8.7, 98.1 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking the original btomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-vahie from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values dnes nnt apply as the RI.Q/AI.Q values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as ’USd") forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


lable 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaikcrs of Exposure by Timcpoint and Overall 

(Page 24 of 264) 


Biomarker NNAL plus NNAL-cluc ((pmol/Ll/cigarette per dayl 

Analytical Lab; Madison 



Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

49 


NA 


MEAN. GEO MEAN 

172.1, 123.7 




SD, SE 

139.58,19.94 




MEDIAN 

129.3 




MiN, MAX 

9.6,614.6 




5% 95% 

28.6.456.7 




# of BLQ/ALQ Values 

I/O 



week 5 

N 

46 


NA 


MEAN, GEO MEAN 

200.3, 140.2 




SD, SE 

199.60,29.43 




MEDIAN 

114.5 




MIN. MAX 

9.6,1180.9 




5%. 95% 

47.7,481.1 




tt of BLQ/ALQ Values 

1/0 



Overall* 

N 

50 


NA 


MEAN, GEO MEAN 

187.4, 139.7 




SD, SE 

151 69,21.45 




MEDIAN 

132.8 




MIN, MAX 

9.6,803.4 




5% 95% 

41.5,468.9 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


4 P-value from Wilcox on rank-sum test. 




* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as 

the BLQ/ALQ values were converted to the limit 

of the quantification (e.g„ '<! .234'will be used as '1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 25 of 264) 


Biomarken NNAL-O-Bluctuonide (pmol/L) 

Analytical Lab: Madison 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

49 

61 

<0001 

MEAN, GEO MEAN 

1889.1, NA 

18.I.NA 



SD.SE 

1803.06,257.58 

112.36, 14.39 



MEDIAN 

1564.5 

0.0 



MIN, MAX 

0.0,7462.5 

0.0, 859.0 



5%, 95% 

35.9, 5782.8 

0,0,13.4 


# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

63 

<.0001 

MEAN, GEO MEAN 

1872.0, NA 

3.8, NA 



SD.SE 

1907.93,281.31 

15.16, 1.91 



MEDIAN 

1352.5 

0.0 



MIN. MAX 

0.0,9536.6 

0.0.99.9 



5%, 95% 

35.4, 5911.9 

0.0,28.2 


#fofBLQ/ALQ Values 

1/0 

61/0 


Overall" 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1859.5, NA 

10.3, NA 



SD.SE 

1623.98,229.67 

55.10,6.83 



MEDIAN 

1521.7 

0.0 



MIN. MAX 

0,0,5778.3 

0.0,429.5 



5%, 95 % 

29.9,5668.4 

0.0,28.0 



* P-value from Wilcox on rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234 1 will be used as "1,234’) fbr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 26 of 264) 

Biomarker : NN AL-O-glucmontde ((pmolLydgarene per day) Analytical Lab: Madison . .. 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value" 


Week l N 49 

MEAN, GEO MEAN 119.6, NA 

SD, SE 103.95.14.35 

MEDIAN 85.8 

MfN. MAX 0.0.481.9 

55k, 95% 16.1,339.2 

# of BLQ/ALQ Values 2/0 

Week 3 N 46 

MEAN, GEO MEAN 138.6, NA 

SD, SE 154.18,22.73 

MEDIAN 79.1 

MIN, MAX 0.0,902.9 

5%, 95% 8.9,350.2 

# of BLQ/ALQ Values 1/0 

Overall* N 50 

MEAN. GEO MEAN 129.5, NA 

SD, $E 112.33,15.89 

MEDIAN 90.0 

MIN, MAX 0.0,601.0 

5%, 95% 10.4,345.0 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomaikcr and dividing it by the number of cigaicttcs found in question 4 of the weekly survey for the corresponding week. 

J P-value from Wilcoxon rank-sum test. 

* Overall values calculated by firet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as *1,234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-IIour Urine Diomarkers of Exposure by Timepoint and Overall 

(Page 27 of264) 


Biomarker: NNAL-Oglucuronide (pmoI/24hr) Analytical Lab; Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vatsie 1 

Week 1 

N 

49 

61 

<.0001 

MEAN, GEO MEAN 

2908.931, NA 

18.258, N A 



SD.SE 

2273.5232,324.7890 

109.6835, 14.0435 



MEDIAN 

2416.280 

0.000 



MIN, MAX 

0.000.8788.568 

0,000.841.820 



5%, 95% 

98.725, 7630.840 

0.000,21.417 


# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

63 

-<.0001 

MEAN, GEO MEAN 

3040.444, NA 

7.137, NA 



SD, SE 

2849.3120,420.1081 

29.7623,3.7497 



MEDIAN 

2468.524 

0.000 



MIN, MAX 

0.000,17356.612 

0.000,168.831 



5%, 95% 

65.136, 6821.100 

0.000,36.120 


# of BLQ/ALQ Values 

1/0 

61/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

2940.092, NA 

12.026, NA 



SD. SE 

2262.4910.319.9646 

55.0893. 6.8330 



MEDIAN 

2635.937 

0.000 



MIN, MAX 

0.000,10073.384 

0,000,420.910 



5%, 95% 

59.593, 7804.884 

0.000, 80.217 



a P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 28 of 264) 


Biqmarkcr: NNAL-O-glucuronideX(pmol/24hr^cigarette per day) Analytical LafrMadison 


Timcpoat _ Statistic _ Smokers _ Noa-Smokers P-value 11 


week 1 

N 

49 

NA 


MEAN, GEO MEAN 

182.878, NA 



SD, SE 

131.3278, 18.7611 



MEDIAN 

156.941 



MIN. MAX 

0.000,585.911 



5%. 95% 

33.903,437.301 



# of BLQ/ALQ Values 

2/0 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

202.567, NA 



SD, SE 

154.2054, 22.7363 



MEDIAN 

161.451 



MIN, MAX 

0.000, 826.505 



5%, 95% 

16.284,505.646 



# Of BLQ/ALQ Values 

I/O 


Overall’ 

N 

50 

NA 


MEAN, GEO MEAN 

192.984.NA 



SD. SE 

121.2762.17.1510 



MEDIAN 

166.137 



MIN, MAX 

0.000, 539.902 



5%, 95% 

27.239,476.665 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for (he corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BF.Q/AI.Q values does not apply as the BT.Q/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as T.234’) forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcre of Exposure by Timepoint and Overall 

(Page 29 of 264) 


Btomarker; NNAL-O-glucuronide (pmot/mg Creatinine) Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

49 

61 

<.0001 

MEAN, OEO MEAN 

2.466, NA 

0.013, NA 



SD,SE 

2.0265, 0.2895 

0.0808, 0.0103 



MEDIAN 

2.190 

0.000 



MIN. MAX 

0.000, 8.643 

0.000.0.624 



5%, 95% 

0.082, 7.656 

0.000, 0.009 


# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

63 

<.,0001 

MEAN, OEO MEAN 

2.366, NA 

0.006, NA 



SD,SE 

1.9608, 0.2891 

0.0271,0.1X134 



MEDIAN 

1.823 

0.000 



MIN, MAX 

0.000, 9.761 

0.000, 0.171 



5%, 95% 

0.043, 6.216 

0.000, 0.019 


# of BLQ/ALQ Values 

1/0 

61/0 


Overall* 

N 

50 

65 

<0001 

MEAN. GEO MEAN 

2.409, NA 

0.009, NA 



SD.SE 

1.8649,0.2637 

0.0412, 0.0051 



MEDIAN 

1.986 

0.000 



MIN, MAX 

0.000, 7.312 

0.000,0.312 



5%, 95% 

0.051,6.478 

0.000,0.065 



* P-valuc from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *< 1.234’will be used as ’1 234 1 ) for the averages across visits within a subject thus eliminating all RT.Q/AI.Q values for the overall statistics. 


i 


! 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2-1 -2 

Statistical Comparison Between Smokers and Ncn-Smokcra of 24-Hour Urine Biomarfcers of Exposure by Timepoint and Overall 

{Page 30 of 264) 


Btomarker: NNAL-O-glucuronide ((pmol/mg CreatinineVcicarette per day) Analytical Lab: Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 


Week 3 


Overall' 


N 

49 

MEAN, GEO MEAN 

0.173, NA 

SD, SE 

0.2469, 0.0353 

MEDIAN 

0.119 

MIN, MAX 

0.000, 1.729 

5%. 95% 

0.022, 0.364 

# of BLQ/ALQ Values 

2/0 

N 

46 

MEAN, GEO MEAN 

0.168, NA 

SD, SE 

0.1548, 0.0228 

MEDIAN 

0.119 

MIN, MAX 

0.000,0.862 

5%, 95% 

0.011,0.465 

# of BLQ/ALQ Values 

i/0 

N 

50 

MEAN, GEO MEAN 

0.173, NA 

SD. SE 

0.1885,0.0267 

MEDIAN 

0133 

MIN, MAX 

0.000, 1.296 

5%, 95% 

0.023, 0.364 


NA 


NA 


NA 


NOTE. Values listed were normal ized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vaioe from Wilconon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., V1.234’ will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hout Urine Biomarkers of Exposure by Tiincpoint and Overall 
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Bionrnrker; Cotinine (ug/24hr) _ Analytical Lab: Harrogate 


Time point 

Statistic 

Smokers 

Non-Smokers 

Week i 

N 

50 

65 

MEAN, GEO MEAN 

1779.837,1321.434 

3.165,2,104 


SD, SE 

1152.0055.162.9182 

4.4410,0.5508 


MEDIAN 

1795.815 

1.930 


MIN, MAX 

26.790. 6435.660 

0.530,27.900 


5%, 95% 

308.979.3580.185 

0 780.12 160 

# of BLQ/ALQ Values 

0/0 

49/0 

Week 2 

N 

49 

65 

MEAN, GEO MEAN 

1317.746,1365.985 

3.6S4, 2.287 


SD, SE 

1072.6598,153.2371 

7.4411,0.9230 


MEDIAN 

1731.974 

2.160 


MIN, MAX 

13.950,4366.890 

0.625, 59.280 


5%, 95% 

226.118,3766.020 

0.815,9.804 

# of BLQ/ALQ Values 

0/0 

47/0 

Week 3 

N 

46 

65 

MEAN, GEO MEAN 

1953.822,1428.929 

2.968.2.232 


SD, SR 

1298.5750, 191.4644 

3,6920.0-4579 


MEDIAN 

1633.047 

2.050 


MIN, MAX 

6.393,5162.740 

0.750,25.870 


5%, 95% 

354.936,4856.040 

1.068,7.188 

t of BLQ/ALQ Values 

0/0 

50/0 

Overall’ 

N 

50 

65 

MEAN. GEO MEAN 

1822 896.1402089 

3.272.2.312 


SD.SE 

1058.1876,149.6503 

4.4212,0.5484 


MEDIAN 

1695.438 

2.143 


MIN. MAX 

15.711,4483.278 

0.787,30.043 


5%, 95% 

374.266, 3774.690 

1.092, 12,202 


P-value* 


<0001 


<.0001 


<.0001 


<.0001 


“ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of 8LQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<( .234’ will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1*2 

Statistical Comparison Between Smokers and Non-Smokers of 24-IIour Urine Bio markers of Exposure by Time point and Overall 
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Biomarker: Cotinine ( nmol/24hr) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

week I 

N 

50 

65 

<.0001 

MEAN, CEO MEAN 

10100.578.7499.138 

17.961,11-943 



SD. SE 

6537.6311,924.5607 

25.2025,3.1260 



MEDIAN 

10191.251 

10.953 



MIN. MAX 

152.033.36522.371 

3.008.158.333 



5%. 95% 

1753.456,20317.550 

4.427,69.008 


ft of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

*-.0001 

WEAN, CEO MEAN 

10315.706,7751.966 

20.906, 12.977 



SD, SE 

6087.3442,869.6206 

42.2284, 5.2378 



MEDIAN 

9828.952 

12.258 



MIN, MAX 

79 156, 24782.101 

3.547.336.414 



5%, 95% 

1283.220,21372.164 

4.625,55.638 


ft of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<0001 

MEAN. GEO MEAN 

11087.937,8109.168 

16.845, 12.667 



SD. SE 

7369.4133,1086.5607 

20.9521.2.5988 



MEDIAN 

9267.542 

11.634 



MIN, MAX 

36.280,29298.550 

4.256.146.812 



5%, 95% 

2014.262, 27558.027 

6.061,40.792 


6 of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

10344.938.7956.855 

18.571,13.119 



SD.SE 

6005.2150,849.2657 

25.0903,3.1121 



MEDIAN 

9621.607 

12.163 



MIN, MAX 

89.160,25442.605 

4.464, 170.496 



5%, 95% 

2123.957, 21421.368 

6.195, 69.245 



1 P-va!ue from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g., ’<1,234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


i 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biotrarfcerc ofErtposureby Tune point Olid Overall 

(Page 33 of 264) 


Biomarker: Colininc ffng/24hr)/cigarette per day) Analytical Lab: Hatroeaie 


Timcpoint 

Statistic 

Smokers 


Non-Smokers 

P-value' 

Weekl 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

50 

130.879,101.508 
108.2704, 15.3117 
98.981 

8.930. 543.566 
29.911.304.113 

0/0 



NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

49 

155.721,110.210 
190.7348,27.2478 

114.398 

4.650,1308.045 
32.303,342.365 

0/0 



NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

t? of BLQ/ALQ Values 

46 

142.739, 113.905 
86.5808, 12.7656 
118.942 
2.131,335.938 

46.306,325.744 

0/0 



NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 9 i>% 

50 

141.944, 113.039 
111.7605,1S.8053 
103.857 
5.237,671.319 
47.120,299.233 



NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 ofthe weekly survey (bribe corresponding week. 

' P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as '1,234") for the averages across visits within a subjeetthus eliminating all BLQ/ALQ values for the overall statistics. 


i 
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Table 14.2,1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Trmepoint and Overall 

(Page 34 of 264) 


Biomarker: C otinine flnmQ'J24hrVci£arccte per dayl _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Overall* 


N 

MEAN. GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

ft of BLQ/ALQ Values 
N 

MEAN. GEO MEAN 
SD. SE 
MEDIAN 
MIN, MAX 
5%, 95% 

H of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

742.740. 576,060 
614.4343, 86.8941 
561 716 

50.678, 3652.237 
169.746, 1725.843 
0/0 

49 

883.715,625.443 

1082.4199,154.6314 

649.206 

26.389,7423.156 
183.317, 1942.924 
0/0 

46 

810 046,646.409 
491.3460,72.4450 
674.991 

12.093, 1906.445 
262.788, 1848.600 
0/0 

50 

805.529. 641.498 
634.2410,89.6952 
589.388 

29.720, 3809.735 
267.406, 1698.146 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

' * Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the quantification (e.g., V:| .234’will be used as ’1.234’) Ear the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 35 of 264) 


Biomarker: Coiinine (ng/mg Creatinine) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

.Smokers 

Non-Smokers 

P-value” 

Week 1 

N 

50 

65 

<0001 

MEAN, CEO MEAN 

1.607. 1.095 

0.002, NA 



SD,SE 

1.2214,0.1727 

0.0030,0.0004 



MEDIAN 

1 401 

0.001 



MIN, MAX 

0 025, 5.808 

0.000,0 020 



5%. 95% 

0.203, 3.903 

0.000,0.009 


# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 

MEAN. GEO MEAN 

1.474, 1.055 

0.003, NA 



SD, SE 

10867,0 1552 

0.0070,0.0009 



MEDIAN 

1 263 

0.002 



MIN, MAX 

0.016,5.177 

0.000,0.057 



5%, 95% 

0.148,3.337 

0.000.0.007 


# of BLQ/ALQ Values 

0.4) 

47/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

1.609,1.147 

0.002, NA 



SD. SE 

1.1859.0.1749 

0.0022,0.0003 



MEDIAN 

1.333 

0.002 



MIN, MAX 

0.006,5.186 

0.000,0.014 



5%, 95% 

0.383,4.005 

0.001.0.005 


# of BLQ/ALQ Values 

Q/fl 

50/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

1.575.1.138 

0.002. NA 



SD, SE 

1.1231,0.1588 

0.0035,0.0004 



MEDIAN 

1.305 

0.002 



MIN, MAX 

0.016,4.572 

0.000,0,026 



5%, 95% 

0.266,3.886 

0.001,0.007 



3 P-value from Wticoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 2-4-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 36 of 264) 


Bio marker: Cotinine (nmol/mg Creatinine) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-va!uc‘ 

Week 1 

N 

50 

65 

<0001 


MEAN, GEO MEAN 

9.121,6.214 

0.013. NA 



SD.SE 

6.9314. 0.9802 

0.0173, 0.0021 



MEDIAN 

7.951 

0.006 



MIN, MAX 

0.142,32.960 

0.000,0.114 



5%, 95% 

1,152,22.150 

0.000,0.051 


ft of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<•.0001 

MEAN, GRO MEAN 

8.365,5.987 

0.017, NA 



SD, SE 

6.1668. 0.8810 

0.0397, 0.0049 



MEDIAN 

7.168 

0.011 



MIN. MAX 

0.091.29.379 

0.000, 0.323 



5%, 95% 

0.840, 18.937 

0.000, 0.040 


# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<■0001 

MEAN, GEO MEAN 

9.133.6.511 

0.012, NA 



SD, SE 

6.7302,0.9923 

0.0124.0.0015 



MEDIAN 

7.565 

0.011 



MIN, MAX 

0.034, 29.431 

0.000,0.079 



5%, 95% 

2.174,22.728 

0.006, 0.028 


If of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

8.937, 6.454 

0.014. NA 



SD.SE 

6.3738,0.9014 

0.0196, 0.0024 



MEDIAN 

7.403 

0,009 



MIN, MAX 

0.089, 25.944 

0.000,0.149 



5%, 95% 

1.510,22.053 

0.004,0.038 


* P-value from Wilcoxon rank-sum test. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the HI Q/At .Q values were converted to the limit 
of the quantification (e.g., ’<! .234’ will be used as ’1.234’! for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btomarkers of Exposure by Timepoint and Overall 

(Page 37 of 264) 


Biomarkcr: Cotmme ((gg/mg CreatinineVcigacette per day) Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value a 


Week 1 

N 

50 


MEAN. GEO MEAN 

0.129,0.084 


SD.SE 

0.1723.0.0244 


MEDIAN 

0.082 


MIN, MAX 

0.008. 1.162 


5%, 95% 

0.021,0.366 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN. GEO MEAN 

0.154,0.085 


SD.SE 

0.3622,0.0517 


MEDIAN 

0.076 


MIN, MAX 

0.005.2.589 


5%, 95% 

0.023.0.303 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

0.125, 0.091 


SD.SE 

0.1146,0.0169 


MEDIAN 

0.100 


MIN, MAX 

0.002.0.580 


5%, 95% 

0.032,0.321 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

50 


MEAN, GEO MEAN 

0.137.0.092 


SD.SE 

0.2027,0.0287 


MEDIAN 

0.094 


MIN, MAX 

0.UO5, 1.432 


5%, 95% 

0.034,0,311 


NA 


NA 


NA 


NA 


NOTE: Values liBted were normalized by taking the original bio marker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g.» '<1.234’ will be used as T .234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.)-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 38 of 264) 

Biornarker: Cotinine ((nmol/me CrealinineVcieareue per day) Analytical Lab; Harrogate _ 

Timepoinl Statistic _ Smokers _ Nor-Smoktrs P-value* 


Week I 


Week 2 


Week 3 


Overall* 


N 

50 

MEAN. GEO MEAN 

0.732.0.477 

SD.SE 

0.9777,0.1383 

MEDIAN 

0.462 

MIN. MAX 

0.047.6.592 

5%, 95% 

0.119, 2.078 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

0.871,0.483 

SO, SE 

2.0554,0.2936 

MEDIAN 

0.429 

MIN, MAX 

0.030,14.690 

5%, 95% 

0.129,1.721 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

0.709,0.519 

SD, SE 

0.6501,0.0959 

MEDIAN 

0.565 

MIN, MAX 

0.011,3.292 

5%, 95% 

0.182, 1.821 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

0.776,0.521 

SD, SE 

1.1504,0.1627 

MEDIAN 

0.533 

MIN, MAX 

0.029, 8.127 

5%, 95% 

0.190, (.767 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 
il * P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., V 1.234’ will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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j Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Tiroepoint and Overall 

(Page 39 of264) 

I 


Bio mart er: Co lining (ne/mL) _ Analytical Lab: Harrogate _ ........ _ 

Time point _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

50 

65 

<0001 


MEAN, GEO MEAN 

1029.4, 773.3 

1.7, 1.3 



SD, SE 

619.01,87.54 

2.09,0.26 



MEDIAN 

919.4 

1.0 



MIN. MAX 

18.2,2626.8 

1.0.14.1 



5%, 95% 

226.0,2263.4 

1.0,48 



# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 


MEAN, GEO MEAN 

1154.6,883.0 

1.9,1.3 



SD, SE 

788.02. 112.57 

2.91,0,36 



MEDIAN 

975.4 

1.0 



MIN. MAX 

15.5,4778.6 

1 0.20.8 



5%. 95% 

221.4,2343.3 

10,4.1 



# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<■0001 


MEAN, GEO MEAN 

1082.9, 837.2 

1.5, 1.2 



SD. SE 

632.01.93.19 

2.42.0.30 



MEDIAN 

998.4 

1.0 



MIN, MAX 

6.1,2858.1 

1.0.19.9 



5%, 95% 

257.2, 2346.7 

1.0,2.8 



# Of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

50 

65 

<0001 


MF.AN, GEO MEAN 

1076.8,846.7 

1.7, 1.3 



SD, SE 

616.60,87.20 

2.10,0.26 



MEDIAN 

970.2 

1.0 



MIN, MAX 

13.5,3090.2 

1.0,13.9 


i 

5%, 95% 

275.9,1962.5 

1.0, 4.1 



1 P-value from Wilcox on rank-sum test. 

* Overall vahies calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1,234* will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smukere of 24-Hour Urine Biumarkere of Exposure by Timepoint and Overall 

(Page 40 of 264) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

5842.0,4383.4 

9.6, 7.3 



SD,SE 

3512.90,496.80 

11.88, 1.47 



MEDIAN 

5217.3 

5.7 



MIN, MAX 

103.3.14907.1 

57. 80.0 



5%, 45% 

[282.6, 12844.8 

57. 27.2 



H of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 


MEAN, GEO MEAN 

6553.5, 5010.8 

10.6,7.6 



SD,SE 

4472.01,638.86 

16.49 ,2.04 



MEDIAN 

5535.4 

57 



MIN, MAX 

88.0,27118.6 

5.7. 118.0 



5%. 45% 

1256.4,13298.2 

5.7,23.3 



# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 


MEAN, GEO MEAN 

6145.2,4751.3 

87,6.8 



SD.SE 

3586.67, 528.83 

13.73,170 



MEDIAN 

5665.7 

5.7 



MIN, MAX 

34.6,16219.7 

5.7, 112.9 



5%, 95% 

1459.6, 13317.5 

5.7, 15.9 



# of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

50 

65 

<0001 


MEAN, GEO MEAN 

6110.8,4805.3 

9.6, 7.5 



SD, SE 

3499.18, 494.86 

11.94,1.4S 



MEDIAN 

5505.8 

5.7 



MIN, MAX 

76.8,17537.1 

5.7, 78.7 



5%, 95% 

156G.0, 11137.0 

57,23.5 


a P-value from Wilcox on rank-sum test. 




' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 

of the quantification (eg., '<1,234’will be used as ’1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 



! 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hout Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 41 of264) 


Biomarker: Cotinine tlng/mLI/cigarette per day - ! Analytical Lab: Harrogate 
Ti mepoint_ Statistic _ Smokers 


Non-Smokers 


P-valuc* 


Week 1 N 50 

MEAN, GEO MEAN 74.4. 59.4 

SD.SE 52.18.7.38 

MEDIAN 58.2 

MIN. MAX 6.3,262.7 

5%. 95% 15.1,188.6 

# of BLQ/ALQ Values 0/0 

Week 2 N 49 

MEAN, GEO MEAN 98.3,71.2 

SD.SE 121.43,17.35 

MEDIAN 67.8 

MIN, MAX 5.2, 843.9 

5%, 95% 29,6,238.9 

# of BLQ/ALQ Values 0/0 

Week 3 N 46 

MEAN, GEO MEAN 90.8,66.7 

SD, SF. 91.22.13.45 

MEDIAN 62.9 

MIN. MAX 2.0,571.6 

5%, 95% 2S.3,194.1 

# of BLQ/ALQ Values 0/0 

Overall' N 50 

MEAN, GEO MF.AN 87.2,67.9 

SD.SE 81.29,11.50 

MEDIAN 64.8 

MiN.MAX 4.5,538.8 

5%, 95% 31.8,161.5 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


NA 


NA 


NA 


NA 


a P-value from Wtlcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<i.234’willbeusedas 1.234} for Ihe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 42 of 264) 


Biomaiker: Cotinine ((rnnol/LVcigarette per day) A nalytical Lab: Harrogate_ 

Ti mepoint _ Statistic _ Smokers 


Non-Smokers 


P-value* 


Week 1 


Week 2 


Week 3 


Overall' 


N 

50 

MEAN, OEO MEAN 

422.4,337.1 

SD, SE 

296.12,41.8* 

MEDIAN 

330.1 

MIN. MAX 

35.9,1490-7 

5%, 95% 

85.7,1070.4 

# of BLQ/ALQ Values 

o/o 

N 

49 

MEAN, GEO MEAN 

557.6,404.3 

SD, SE 

689.09, 98.44 

MEDIAN 

385 0 

MIN, MAX 

29.3,4789.2 

5%, 95V, 

168.0,1355.9 

U of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

515.3,378.7 

SD, SE 

517.71,76.33 

MEDIAN 

356.9 

MIN, MAX 

11.5,3243.9 

5%. 95% 

143.8, 1101.4 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN. GEO MEAN 

494.9.385.2 

SD, SE 

461.35,65.24 

MEDIAN 

367.7 

MIN. MAX 

25.6,3057.8 

5%, 95% 

180.6,916.8 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

1 P-value from Wilcox on rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ *1.234’ will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-R450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Biomarlter: Cotinine-N-Elucuronide fnmol/Ll 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 43 of264) 

Analytical Lab: Hartoeaie 



Statistic 

Smokers 

Non-Strxtkera 

P-value* 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

12245.232.6153.631 

7.692, NA 



SD, SE 

13823.3167, 1954.9122 

18.2035,2 2579 



MEDIAN 

6149.147 

0.000 



MIN, MAX 

71.505,58435.475 

0.000, 121.445 



5%. 95% 

193.518,44549.885 

0.000,3 8 023 


# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<■.0001 

MEAN. GEO MEAN 

14130.356,7525.660 

8.818, NA 



SD t SE 

15556.5168,2222.3S95 

18.2860, 2.2681 



MEDIAN 

7567.613 

1.135 



MIN, MAX 

73.775,77152.193 

0.000,92.503 



5%, 95% 

310.423,42263.995 

0.000, 57.318 


# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.oom 

MEAN, GEO MEAN 

11201.759,6697.690 

5.553. NA 



SD. SE 

9178.1533,1353.2449 

12.2139, 1.5149 



MEDIAN 

8706.585 

0.000 



MIN, MAX 

81.153,37456.135 

0.000, 78.883 



5%, 95% 

756.478,27258.728 

0.000, 22.700 


# of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

5(1 

65 

<.0001 

MEAN. GEO MEAN 

12368.899,7152.222 

7.354. NA 



SD, SE 

11679.4403,1651.7223 

13.6122, 1.6884 



MEDIAN 

8028.612 

0.946 



MIN, MAX 

75.478,53864.641 

0.000, 74.910 



5%, 95% 

430.165, 31626.019 

0.000, 33.293 



* P-value from Wilcoxon rank-sum test. . 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1,234'wi![ be used as '1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PVT-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers ot'24-Hour Urine Biomarkets of Exposure by Tintepoim and Overall 

(Page 44 of 264) 


Biomatker: Cotinine- N-glucuronide (Inm ol/LVcigarette per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Overall 


N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN. MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 

5%, 95% 


50 

762.287, 472.703 
771.9750, 109.1737 
527.289 

23.815,3712.490 
54.506,2470.157 
0/0 

49 

067.011,607.184 
800.6220,128.5176 
591 851 

24.592,3857.610 

126.571,2367.300 

0/0 

46 

871.974, 533.895 
863.0490,127.3823 
578.252 

27.051,3961.718 

100.391,2846.864 

0/0 

50 

864,434,571.783 
729.4937,103.1660 
698.097 

25,159, 3026.032 
128.640,2522.024 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original bio marker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does noi apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g, VI .234’will be used as 1.2341 forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 45 of264) 


BiomaTker: Cotin ine-N-glucumnide (nmol/24hr) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Wtfltl 

N 

50 

6$ 

<.0001 

MEAN, GEO MEAN 

17584.204, 10515.717 

12.227, NA 



SD.SE 

15317.1515,2166.1723 

25.2601,3.1331 



MEDIAN 

13519,978 

0.000 



MIN, MAX 

100.822,68661.683 

0.000, 106.872 



5%. 95% 

561,202,52173.823 

0.000, 75.621 


# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<,0001 

MEAN, GEO MEAN 

18182.368, 11642.571 

15.344, NA 



SD, SE 

14562.1275,2080.3039 

32.3372,4.0109 



MEDIAN 

14973.828 

1.396 



MIN. MAX 

66.398,68665.452 

0.000,203.789 



5%. 95% 

523.023, 54491 407 

0.000, 73.080 


U ofBLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

^.0001 

MEAN. GEO MEAN 

17809.284,11430.892 

9.953, NA 



SD.SE 

12417.3464,1830.8378 

21.2413,2.6346 



MEDIAN 

16848.227 

0.000 



MIN, MAX 

85.048, 48692.976 

0.000,105.328 



5%, 95% 

1043.940,37176.403 

0.000, 50.216 


# of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

50 

65 

<,0001 

MEAN, GEO MEAN 

17588.204,11451.596 

12.508, NA 



SD.SE 

13197.5310.1866.4127 

22.7210. 2.8182 



MEDLAN 

15932.218 

1.778 



MIN, MAX 

84.089,57165.219 

0.000,104,966 



5%. 95% 

S27.405.46579.291 

0.000.50.161 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1,234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 46 of 264) 

Biomrker: Cotinine-N-glucuronide ((nmol/24hryriRarette per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

50 


MEAN, GEO MEAN 

1127.149, 807.784 


SD, SE 

1016.3918. 143.739J 


MEDIAN 

855.081 


MIN, MAX 

33.607,6051.885 


5%, 95% 

142.017, 3069.048 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

1313.513,939.344 


SD, SE 

1175.2250, 167.8893 


MEDIAN 

1020.252 


MIN, MAX 

22.133,6205.773 


5%, 95% 

271.996, 3833.600 


# Of BLQ/ALQ Values 

(VO 

Week 3 

N 

46 


MEAN, GEO MEAN 

1270.167,911.195 


SD, SE 

899.0178, 132.5529 


MEDIAN 

1086.509 


MIN. MAX 

28.349,4080.569 


5%, 95% 

173.990,3033.231 


# of BLQ/ALQ Values 

0/0 

Overall’ 

N 

50 


MEAN. GEO MEAN 

1232.649,921.621 


SD, SE 

919.0081, 129.9674 


MEDIAN 

922.614 


MIN, MAX 

28.030, 5059.513 


5%, 95% 

249.511,2716.257 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

4 Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1234’will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2,1-2 

Statistical Comparison Between Srngkers and Nun-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 47 of 264) 


Btomarker Cotininc-N-glucuronidc (nmol/mg Creatinine) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smoke re 

Non-Smokers 

P-vatue* 

Weekl 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

13.335, 8.713 

0.008, NA 



SD, SE 

9.4621, 1.3381 

0.0174,0.0022 



MEDIAN 

12.095 

0.000 



MIN, MAX 

0.095.37.108 

0.000.0.075 



5%, 95% 

0.507,33.762 

0.000, 0.055 


# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 

MEAN. GEO MEAN 

13.437,8.986 

0.011 ,NA 



SD. SE 

10.4751, 1.4964 

0.0269, 0.0033 



MEDIAN 

11.760 

0.001 



MIN, MAX 

0.074, 53.877 

0-000, 0.195 



5%, 95% 

0.522,34.914 

0.000, 0.043 


# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<0001 

MEAN. GEO MEAN 

13.808.9.166 

0.007, NA 



SD, SE 

10.2141, 1.5060 

0.0144,0.0018 



MEDIAN 

14.106 

0.000 



MIN, MAX 

0,075,49.743 

0.000,0.067 



5%, 95% 

1.668,34.847 

0.000,0.035 


n of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

13.481,9.180 

0.009, NA 



SD. SE 

9.5809,1.3549 

0,0167,0.0021 



MEDIAN 

12.611 

0.001 



MIN, MAX 

0.081,38.906 

0.000,0.091 



5%. 95% 

0.809, 38.061 

0.000, 0.047 



4 P-valuc from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as Ihe BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values fop the overall statistics. 


Draft 1: 24 July 2002 


Page 339 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 




PM3006438920 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 1-1.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timcpoint and Overall 

(Page 48 of 264) 


Bioroarkcr. Cotinitie-N-clucuKinidc ( (l uno l/mg Creatinineycigare tte per day) _ Analytical Lab: Harrogate 


Timcpoint 

Statistic 

Smokets 


Non-Smokets 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

50 

0.906, 0.670 
0.7516, 0 1063 
0648 

0.032,3,670 
0.169,2.486 

0/0 



NA 

week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

49 

1.052, 0.725 
1.1509, 0.1644 
0.656 

0.025,6.653 
0.244,2.843 

0/0 



NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

46 

1.036,0.731 
0.9616,0.1418 
0.754 

0.025.5.120 

0.209,3.082 

0/0 



NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

50 

1.004,0.740 

0.8814,0.1246 

0.753 

0.027,4.364 
0.281,2.594 



NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., VI .234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Ctjniparispn Between Smokers and NoD-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 49 of 264) 


Biomarker: N icotine ( ug /24hr) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Sn>okets 

P-va1ue‘ 

Week I 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

1745.037. 1070.295 

4.817, 2.13ft 



SD.SE 

1430.1976,202.2605 

13.3902,1.6608 



MEDIAN 

1417.225 

1.850 



MIN. MAX 

18.048, 5245.860 

0.530, 93.100 



5%, 95% 

83.814,4727.375 

0.800, 13.992 


# of BLQ/ALQ Values 

0/0 

51/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

1806.112, 1170.199 

7.050, 2.147 



SD, SE 

1358.1127,194.0161 

37.2887,4.6251 



MEDIAN 

1573.750 

2.000 



MIN, MAX 

10.980, 5904.527 

0.625, 302.670 



5%, 95% 

94.792,4729.200 

0.815, 6.758 


# of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

2033.500.1264,500 

2.387,2.037 



SD, SF. 

1625.9686,239.7360 

1.8384.0.2280 



MEDIAN 

1632,768 

2.000 



MIN, MAX 

5 450.6614.080 

0.7J0, 13,650 



5%, 95% 

161.699.5668.540 

0.990,4.740 


ft of BLQ/ALQ Values 

0/0 

57/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1827.982,1226.585 

4.751,2.291 



SD.SE 

1277.8760,180.7190 

15.2674.1,8937 



MEDIAN 

1696.911 

2.143 



MIN, MAX 

11.493,4824.558 

0.793, 12I.3IO 



5%, 95% 

Liu.oyii, 4297.9Jj 

0,980, 8.342 



* P-value from Wilcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a snhject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e-£., '<1.234 r will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-1 lour Urine Biomaikcrs of Exposure by Timcpoint and Overall 

(Page 50 of264) 


Biomarker. Nicotine (nmol'24hr) Analytical Lab; Harrogate 


Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

10758.156,0598.308 

29.696,13.171 



SD, SE 

8817.1580, 1246.9359 

82 5504,10.2391 



MEDIAN 

8737 192 

11.405 



MIN, MAX 

111.265, 32340.727 

3.267,573.962 



5%, 95% 

516.713, 29144.267 

4.932.86.261 


# Of BLQ/ALQ Values 

0/0 

51/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

111.34.681,7214.277 

43.463.13.235 



SD, SE 

8372.7050,1196.1093 

229.8849,28 5137 



MEDIAN 

9702.169 

12.330 



MIN, MAX 

67.692. 36401.409 

3.853, 1865.961 



5%, 95% 

584,393,29155.518 

5.024,41.663 


# Of BLQ/ALQ Values 

WO 

54/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

12536.527, 7795.640 

14,714,12 560 



SD, SE 

10024.0962,1477.9724 

11.3339. 1.4058 



MEDIAN 

10066.012 

12.330 



MIN, MAX 

33.599, 40775.803 

4.624, 84.152 



5%, 95% 

996.874, 34946.549 

6,103, 29.222 


# of BLQ/ALQ Values 

QfO 

57/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

11269.508,7561.892 

29.291, 14.125 



SD, SE 

7878.1057,1114.1324 

94.1236,11.6746 



MEDIAN 

10461.455 

13.214 



MIN, MAX 

70.852, 29743.402 

4.89 f, 747.878 



5%, 95% 

802.015,26496.759 

6.042,51.426 



" P-value from Wile ox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<[. 234* will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Diomarkers of Exposure by Timepoint and Overall 

(Page 51 of264) 


Biomarker; Nicotine ((ugf24hrVci g aret te per day) Analytical Lab; Harrogate 
Timepoint _ Statistic _ Smokers 


Non-Smokers 


P-value' 


Week 1 


Week 2 


Week 3 


Overall* 


N 

MEAN. GEO MEAN 
SD, SE 
MEDIAN 
MIN. M.AX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

116.774, 82.217 
102.3062,14.4683 
91 850 

6.016.590.746 
16.763, 272.020 
0/0 

49 

153.863,94.414 
248.5400,35.5057 
92.998 

3.660,1747,393 
16.394, 360.360 
0/0 

46 

135.489, 100.798 
90.2543. 13.3073 
121.820 
1.817, 422.898 
23.100, 275.895 
0/0 

50 

132.882. 100.253 
123.8433,17.5141 
116.709 
3.831, 849.365 
39.378,281.914 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-valtie from Wilrroxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers ant) Non-Smokers of 24-Hour Urine Biorrarkcrs of Exposure by Tirrrcpoinr and Overall 

(Page 52 of264) 


Biomarker: Nicotine ((irmol/24hrVciEareite per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


i 


Week 1 


Week 2 


Week 3 


Overall' 


N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, OEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN. MAX 
5%, 95% 


50 

719.909, 500.860 
630.7173, 89.19G9 
566.254 

37.1189, 3641.947 
103.343.1677 003 
(VO 

49 

948.567, 582.061 
1532.2484,218.8926 
573.331 

22.564, 10772.675 
101.072,2221.619 
0/0 

46 

835,292,621.417 

556.4178,82.0393 

751.016 

11.200,2607.158 
142.411, 1700.894 
0/0 

50 

819.216,618.061 
763.4933, 107.9743 
719.512 

23.618,5236 332 
242.766,1737.999 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aathe BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234’will be used as '1.2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers oF24-Hour Urine Biomarkert of Exposure by Timepoint and Overall 

(Page 53 of 264) 


Timepoint 


Analytical Lab: Harrogate 


Statistic 

Smokers 

Non-Smokers 

P-value* 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

1.551,0.887 

0.003, NA 


SD, SE 

1.6269, 0.2301 

0,0074,0.0009 


MEDIAN 

1 072 

0.001 


MIN, MAX 

0.017,8.892 

0.000,0.044 


5%, 95% 

0.071,5.001 

0.000,0.012 


K of BLQ/ALQ Values 

(VO 

51/0 


N 

49 

65 

<.0001 

MEAN, GEO MEAN 

1.459,0.903 

0.006, NA 


SD, SE 

1.3786,0.1969 

0.0357,0.0044 


MEDIAN 

1.262 

0.001 


MIN, MAX 

0.012,6.916 

0.000.0.289 


5%, 95% 

0.071,4.633 

0.000,0.004 


n of BLQ/ALQ Values 

o/o 

54/0 


N 

46 

65 

<.0001 

MEAN, GEO MEAN 

1.565.1.015 

0.002, NA 


SD. SE 

1.1600,0.1710 

0.0012,0.0002 


MEDIAN 

1.471 

0.001 


MIN, MAX 

0.005,5.060 

0.000,0.008 


5%, 95% 

0.107,4.177 

0.000,0.004 


ti of BEQ/AEQ Values 

010 

57/0 


N 

50 

65 

<.0001 

MEAN. GEO MEAN 

1.522,0.990 

0.004, NA 


SD, SE 

1.2602,0.1782 

0.0137,0.0017 


MEDIAN 

1.351 

0.002 


MIN, MAX 

0.011,5.866 

0.000,0.111 


3%, 95% 

0.119,4.066 

0.001,0.006 



Week 1 


Week 2 


Week 3 


Overall* 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. t '<1.234' will be used as '1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-ilour Urine Diomarkers of Exposure by Timepoint and Overall 

(Page 54 of 264) 


Biomarker; Nicotine (nmol/me Creatinine) 
Timepoint Statistic 

Analytical Lab: Harrogate 

Smokers 

Non-Smokers 

Week I 

N 

50 

65 

MEAN, GEO MEAN 

9.559, 5.466 

0.020. NA 


SD, SE 

10.0298, 1.4184 

0.0459,0.0057 


MEDIAN 

6.606 

0.006 


MIN. MAX 

0.105. 54.819 

0.000.0.271 


5%. 95% 

0,438.30.831 

0.000.0.074 

# of BLQ/ALQ Values 

0/0 

51/0 

Week 2 

N 

49 

65 

MEAN. GEO MEAN 

8.998, 5.566 

0.039. NA 


SD, SE 

8.4990, 1.2141 

0.2199,0.0273 


MEDIAN 

7,780 

0.006 


MIN. MAX 

0.074,42.637 

0.000. 1.782 


5%, 9554 

0.438, 28.562 

0.000.0.025 

# Of BLQ/ALQ Values 

0.4) 

54/0 

Week 3 

N 

46 

65 

MEAN, GEO MEAN 

9.650, 6.259 

0.010, NA 


SD. SE 

7.1517. 1.0545 

0.0076,0.0009 


MEDL4N 

9066 

0.006 


MIN, MAX 

0.031,31.195 

0.000,0.049 


5%, 95% 

0.660,25.751 

0.000,0.025 

if of BLQ/ALQ Values 

0/0 

57/0 

Overall* 

N 

50 

65 

MEAN, GEO MEAN 

9.382, 6.109 

0.023, NA 


SD, SE 

7.7691, 1.0987 

0.0841, 0.0104 


MEDIAN 

8,3 2S 

0.010 


MIN. MAX 

0.070,36.164 

0.000,0,682 


5%, 95% 

0.734,25.067 

0.004, 0.039 


P-value* 


<.0001 


<,.0001 


<.0001 


<.0001 


* P-value from Wilcoxon rank-sum test. 

T Overall values calculated by first averaging tbe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the RT .Q/AT.Q values were converted to the limit 
of the quantification (e.g., ^1.234’ will be used as 1.234") for the averages across visits within a subject thus eliminating al) BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaritera of Exposure by Timepoinund Overall 

(Page 55 of 264) 


Riomarker: Nicotine ftue/me CreatmineVcicarette per day) 

Analytical Tab; Harrorate 



Statistic 

Smokers Non-Smokers 

P-value’ 

Week l 

N 

50 

NA 

MEAN, GEO MEAN 

0.121,0.068 



SD, SE 

0.2468,0.0349 



MEDIAN 

0.071 



MIN, MAX 

0.006,1.778 



5%, 95% 

0.014,0.191 


ft of BLQ/ALQ Values 

0/0 


Week; 2 

N 

49 

NA 

MEAN, GEO MEAN 

0.161.0.073 



SD.SE 

0.4856, 0.0694 



MEDIAN 

0.065 



MIN. MAX 

0.004, 3.458 



5%. 95% 

0.013,0.244 


# of BLQ/ALQ Values 

0/0 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

0.T 10, 0.081 



SD.SE 

0.0761,0.0112 



MEDIAN 

0.091 



MIN, MAX 

0.002,0.35S 



5%, 95% 

0.016,0.255 


# of BLQ/ALQ Values 

0/0 


Overall’ 

N 

50 

NA 


MEAN, GEO MEAN 

0.130, 0.081 



SD.SE 

0.2565, 0.0363 



MEDIAN 

0.081 



MIN, MAX 

0.004, 1.865 



5%, 95% 

0.023,0.227 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of (he weekly survey for the corresponding week. 


4 P-value from Wilcoxon rank-sum test. , 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '< 1.234' will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 56 of264) 


Biomaiker: Nicotine Hnmol/mg CreatiniixVciEaretlc per day 1 ) Analytical Lab: Harrogate ___ _ 

Timepoint Statistic _ Smokers _ Non Smokers _ P value" 


week I 

N 

50 


MEAN, CEO MEAN 

0.747, 0.420 


SD, SE 

i.5220, 0.2152 


MEDIAN 

0.438 


MIN, MAX 

0.035, 10.964 


5%, 95% 

0.088,1,178 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

0.991, 0.449 


SD, SE 

2.9937,0.4277 


MEDIAN 

0.400 


MIN, MAX 

0.025,21.319 


5%, 95% 

0.079,1.504 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

0.675, 0 499 


SD, SE 

0.4695, 0.0692 


MEDIAN 

0.564 


MIN, MAX 

0.010,2.207 


5%, 95% 

0.099, 1.570 


9 of BLQ/ALQ Values 

010 

Overall" 

N 

50 


MEAN, GEO MEAN 

0.800, 0.500 


SD, SE 

1.5812,0.2236 


MEDIAN 

0.499 


MIN. MAX 

0.023, 11.497 


5%, 95% 

0.143, 1.399 


NOTH: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week 
■ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as 1 .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 57 of 264) 


Btomatker: Nicotine (ng/mL) _ Analytical Lab: Harrogate _... 

Timepoint _ Statistic . .. . Smokers ___ Nor.-Smokers 


P-value" 


Weekl 

N 

50 

65 


MEAN, GEO MEAN 

1141.8, 526.3 

2.2,1.3 


SD, SE 

1210.89,171.25 

4.25,0.53 


MEDIAN 

649,3 

1.0 


MIN, MAX 

12.8, 6329.6 

1.0,24.5 


5%. 95% 

45.8,3752.0 

1.0,6.8 


#cfBLQ/ALQ Values 

0/0 

51/0 

Week 2 

N 

49 

65 


MEAN, GEO MEAN 

1245.5, 756.4 

2.9. 1.3 


SD, SE 

1251.38,178.77 

13.05,1.62 


MEDIAN 

835.4 

1.0 


MIN. MAX 

12.2,6634.3 

1.0,106.2 


5%. 95% 

83.5.3489.6 

10,4.3 


# of BLQ/ALQ Values 

0/0 

54/0 

Week 3 

N 

46 

65 


MEAN. GEO MEAN 

1166.7.740.9 

1.2,1.1 


SD, SE 

933.84,137.69 

1.24.0.15 


MEDIAN 

911.3 

1.0 


MIN, MAX 

5.2,3630.2 

1.0,10.5 


5%, 95% 

131.0,3006.4 

10,1.7 


# of BLQ/ALQ Values 

0/0 

57/0 

Overall* 

N 

50 

65 


MEAN, GEO MEAN 

3167.2,745.0 

2.1.1.3 


SD, SE 

1017.73,143.93 

5.34.0.66 


MEDIAN 

815.5 

1.0 


MIN, MAX 

10.1,5531.4 

1.0,42.7 


5%, 95% 

69.4,2950.7 

1.0,3.3 


<.0001 


<.0001 


<.0001 


<■0001 


* P-value fiotn Wilcoxon rank-sum test . 

' Overall values calculated by first averaging the results across visits within a snbject. then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-2 

Statist tea I Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 58 of 264) 


Biomatker: Nicotine (nrool/L) 


Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

7039.3,3861.3 

13.5,8.1 



SD.SE 

7465.15,1055.73 

26.18,3.25 



MEDIAN 

4002.7 

6.2 



MiN, MAX 

78.9, 39022 0 

6.2,1510 



5%. 95% 

282.4,23131.1 

6.2,41.9 


#of BLQ/ALQ Values 

WO 

51/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

7678.6,4663.2 

18.2,7.7 



SD, SE 

7714.75,1102.11 

80,42.9,97 



MEDIAN 

5150.2 

62 



MIN, MAX 

75.2,40900.5 

62,654.7 



5%, 95% 

514.8,21513.4 

6.2,26.5 


# of BLQ/ALQ Values 

o/o 

54/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

7192.6,4567.8 

7.6, 6.8 



SD.SE 

5757.14, 848,84 

7.61,0.94 



MEDIAN 

5618.2 

6.2 



MIN, MAX 

32.1,22380,2 

6.2,64 7 



5%, 95% 

807.6, 18534.5 

6.2,10.5 


#of BLQ/ALQ Values 

0/0 

57/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

7196.0,4592.7 

13.1.8.1 



SD.SE 

6274.31,887.32 

32.91,4 08 



MEDIAN 

5027.4 

6.2 



MIN, MAX 

62.1,34100.9 

6.2, 263.2 



5%, 95% 

427.6, 18191.3 

6.2,20.3 



* P-vnlue from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject* then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btonarkersof Exposure by Timepoint and Overall 

(Page 59 of264) 


Biomarirer: Nicotine fi na/niLVcisareite per day) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Srrwikers 

P-value' 1 

Week t 

N 

50 


NA 

MEAN, GEO MEAN 

74.5,48.1 




SD,SE 

73.23, 10.36 




MEDIAN 

53.8 




MIN, MAX 

4.3.3122 




5%, 95% 

9.2, 287.7 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

103.7,61,0 




SD.SE 

166.97, 23.85 




MEDIAN 

552 




MIN, MAX 

4.1,1127.4 




5%, 95% 

15.7, 397.9 



# of BLQ/ALQ Values 

0/0 



Week: 3 

N 

46 


NA 

MEAN, GEO MEAN 

85.9, 59.0 




SO, SR 

76.09,11.22 




MEDIAN 

66.1 




MIN, MAX 

1.7,374.9 




5%, 95% 

14,7,242.0 



# of BLQ/ALQ Values 

o/o 



Overall’ 

N 

50 


NA 

MEAN. GEO MEAN 

86.4.60.6 




SD.SE 

9326,13.26 




MEDIAN 

55.0 




MIN, MAX 

3.4,603.3 




5%, 95% 

20.1,210.8 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey far the corresponding week. 

" P-value from Wileoxon rank-sum test. 

’ Overall vatues calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<I.234’will be used as '1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 
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Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timcpoim and Overall 

(Page 60 of 264) 


Biomarker; Nicotine ({nmol/LVcifiarette per day) Analytical Lab: Harrogate _ 

Tiroepoint _ Statistic _ Smokers _ Non-Smoken _ P-value* 


Week 1 


Week 2 


Week 3 


Overall* 


N 

50 

MEAN, OEO MEAN 

459.0,296.6 

SD.SE 

451.47,63.85 

MEDIAN 

331 6 

MIN, MAX 

26.3,1927.6 

5%, 95% 

56.5,1773.7 

#of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

639.3.376.3 

SD.SE 

1029.33,147.05 

MEDIAN 

343.3 

MIN, MAX 

25.1.6950.1 

5%, 95% 

97.0,1898.3 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

529.4, 364,1 

SD.SE 

469.06,69.16 

MEDIAN 

40 73 

MIN, MAX 

10.7,2311.4 

5%, 95% 

903, 1492.0 

it of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

532.9.373.4 

SD.SE 

578.08,81.75 

MEDIAN 

339.1 

MIN, MAX 

20,7, 3719.4 

5%, 95% 

123.7, 1299.5 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., T < 1.234* will be used as *1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 61 of264) 


Biomarker: Nictniiie-N-gluctirpn ide i'nmol.1) Analytical Lab: Harrogate 



Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

49 

62 

<.0001 

MEAN, GEO MEAN 

2978.211. 1359.26! 

1,810, NA 



SD. SE 

3802.1449,543.1636 

4.2784, 0.5434 



MEDIAN 

] 405.004 

0.000 



MIN, MAX 

17,879,17624.502 

0.000, 22.811 



5%, 95% 

71.514,11547.045 

0.000,9.248 


# of BLQ/ALQ Values 

0/0 

51/0 


Week 2 

N 

48 

63 

^.0001 

MEAN.CEO MEAN 

3456.562, 1750.146 

2.593, NA 



SD, SE 

4353.5928, 628.3870 

12.6584, 1.5948 



MEDIAN 

1479.292 

0.000 



MIN. MAX 

68.432,25269.102 

0.000, 99.257 



5%, 95% 

121.451, 10055.115 

0.000,9.864 


# Of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

45 

65 

<.0001 

MEAN, GEO MEAN 

2802.102, 1441.50.3 

1.328, NA 



SD, SE 

2424.2917,361.3921 

4.0898, 0.5073 



MEDIAN 

2594.232 

0.000 



MIN, MAX 

12.330,8494.754 

0.000, 28.976 



5%, 95% 

27.126,8015.733 

0.000, 6.165 


# Of BLQ/ALQ Values 

0/C 

57/0 


Overall 4 

N 

SO 

65 

<.0001 

MEAN. GEO MEAN 

2971.557, 1586.553 

1.914, NA 



SD. SE 

3164.2230,447.4887 

5.4016,0.6700 



MEDIAN 

1558.718 

0.000 



MIN, MAX 

22.503,14522.085 

0.000,36.579 



5%, 95% 

93.640, 9135.914 

0.000, 7.707 



‘ P-value from Wilcoxon rank-sum test. . 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Ilour Urine Biomarkers of Exposure by Timepoint and Ovctall 

(Page 62 of 264) 

1 

I Biomark er: Nic otine -N-glucuron ide ( (nmol/LVciearette per day ) Analytical Lab: Har rogate _ _ _ ___ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


week l 


Week 2 


Week 3 


Overall* 


N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SF. 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN. GP.0 MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MiN, MAX 
5%, 95% 


49 

186.474, 106.209 
226.2210,32.3173 
100.816 

5.960,1036.735 
18.187.720.449 
0/0 

48 

237.481,137.093 
267.3848, 38.5917 
139.734 

4.562,1263.455 
33.044, 730.384 
0/0 

45 

213.931, 113.039 
198.0646, 29.5257 
145.682 
1.192,674.143 
9.042, 535.261 
0/0 

50 

206.210,127.824 
200.0369,28.2895 
126.274 
7.501,756.966 
25.616,705 631 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by talcing the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 

‘ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<(.234’wi(Ibe used as '1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values forthe overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokets of 24-Hour UrjjK Biornaritera of Exposure by Timcpoinf and Overall 

(Page 63 of 264) 


Bjomarker: Ni cotire-N-glucuronide (nmol/24hr) Analytical Lab; Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

49 

62 

MEAN, GEO MEAN 

4098.496, 2293.981 

3.042, NA 


sn,s e 

4073.6525.581.9504 

7.0213,0.8917 


median 

2740.959 

o.noo 


MIN, MAX 

25.209,22030 628 

0.000,29.594 


5%. 95% 

162.756, 10788.304 

0.000, 22.042 

#of BLU/ALQ Values 

0/0 

51/0 

Week 2 

N 

48 

63 

MEAN. GEO MEAN 

4409210,2738.292 

6347.NA 


SD, SB 

4279.9893,617.7632 

35.7513,4.5042 


MEDfAN 

3529.189 

0.000 


MIN, MAX 

177.318, 22489.501 

0.000,282.882 


5%, 95% 

294.25 S t 11807.486 

0.000, 14.886 

U of BLQ/ALQ Values 

0/0 

54/0 

Week 3 

N 

45 

65 

mean, geo mean 

4437.910,2471.845 

2.326, NA 


SD, SE 

3364.7124,501.5817 

6.2367,0.7736 


MEDIAN 

4005325 

0.000 


MIN, MAX 

17.262,12487.288 

0.000, 37.669 


554, 95% 

52.296, 10485.827 

0.000, 14.303 

It of BLQ/ALQ Values 

0/0 

57/0 

Overall' 

N 

50 

65 

MEAN, GEO MEAN 

4172.890,2585.250 

3.898, NA 


SD.SE 

3505.6233,495.7700 

13.5723, 1.6834 


median 

3084.908 

0.000 


MIN, MAX 

26.819, 15441.801 

0.000. 104.041 


5%, 95% 

199.791,11219.242 

0,000, 18.618 


P-vatue" 

<.0001 


<.0001 


<-0001 


<.0001 


* P-vaJue from Wilcoxon rank-sum test. 

* Overall values calculated by find averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted tn the limit 
of the quantification (e.g., '<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438936 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 64 cf 264) 


Biatmrker: Nicotine-N-glucuronide (fnmol/24hrVciearette per day) 


Analytical Lab: Harrogate 


Timepoint 


Statistic 


Smokers 


Week! 


Week 2 


Week 3 


Overall’ 


N 

49 

MEAN, GEO MEAN 

266.383.179,244 

SD.SE 

263.2107.37.6015 

MEDIAN 

183.997 

MIN. MAX 

8.403,1295.919 

5%, 95% 

24.734,837.161 

# of BLQ/ALQ Values 

0/0 

N 

48 

MEAN, GEO MEAN 

325.513,214.496 

SD,SE 

356.1870,51.4112 

MEDIAN 

200.027 

MIN. MAX 

19.617,1880.171 

5%, 95% 

59.810,1124.475 

# Of BLQ/ALQ Values 

0/0 

N 

45 

MEAN, GEO MEAN 

317.537, 193.835 

SD.SE 

251.3426.37.4679 

MEDIAN 

253.798 

MIN. MAX 

3.452,929.600 

5%, 95% 

9.476,741.273 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN. GEO MEAN 

295.119, 209.508 

SD, SE 

251.5093, 35.5688 

MEDIAN 

189.633 

MIN, MAX 

8.940,1230.708 

5%. 95% 

43.896, 767.442 


Non-Smokers 


P-v alue* 

NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoson rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply estheBLQ/ALQ values were converted to the limit 
of the quantification (e.g., N[,234‘willbe used as ‘1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covancc CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by TUnepoim and Overall 

(Page 65 of 264) 


Biomarker Nicntine-N-gluciironide (nmal/mg Creatinine) 

Analytical Lab: Harrogate 



Tiineboint 

Statistic 

Smokers 

Non-Smokers 

P-vatue’ 

Week 1 

N 

49 

62 

<.0001 

MEAN, GEO MEAN 

3.019, 1,886 

0.002, NA 



SD, SE 

2.3754, 0.3393 

0,0048, 0.0006 



MEDIAN 

2.774 

0.000 



MIN, MAX 

0 024, 12.113 

0.000,0.023 



5%, 95% 

0.135. 7.058 

0,000,0.012 


Hof BLQ/ALQ Values 

0/0 

51/0 


Week 2 

N 

48 

63 

<.0001 

MEAN, GEO MEAN 

3.238, 2.097 

0.006, NA 



SD, SE 

3.1048, 0.4481 

0.0340,0.0043 



MEDIAN 

2.471 

0.000 



MIN. MAX 

0.153. 17.646 

0.000,0.270 



5%, 95% 

0.222, 6.805 

0.000.0.011 


# of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

45 

65 

<0001 

MEAN, GEO MEAN 

3.372, 1.946 

0.001, N A 



SD. SE 

2.5882, 0.3858 

00034,0.0004 



MEDIAN 

2.840 

0.000 



MIN, MAX 

0.020, 10.645 

0.000,0021 



5%, 95% 

0.056. 8.031 

0.000,0008 


# of BLQ/ALQ Values 

0/0 

57/0 


Overall* 

N 

50 

65 

<0001 

MEAN. CEO MEAN 

3.169, 2.071 

0.003, NA 



SD. SE 

2,4360. 0.3445 

0.0122,00015 



MEDIAN 

2.648 

0.000 



MIN, MAX 

0.025, 10.339 

0.000,0097 



5%. 95% 

0.190, 8.383 

U.OUO, OWW 


1 P-valuc from Wilcoxon rank-sum test, 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RT.Q/AT.Q values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., *<1 .2 34’will he used as ’1.234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 66 of 264) 


Biomarker: Nicotine-N-glueuronide ((nmol/nifiCreatinineVcigaretteper day) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-value 2 

Week 1 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft ofBLQ/ALQ Values 

49 

0.209,0.147 

0.1807,0.0258 

0.139 

0.008,0.713 

0,031,0.679 

0/0 



NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/AEQ Values 

48 

0.258, 0.164 
0.3189, 0.0460 
0.151 

0.015, 1.647 
0.051,0.882 

0/0 



NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

it of BLQ/ALQ Values 

45 

0.251,0.153 

0.2391,0.0356 

0.165 

0,004, 1.213 
0.008, 0.710 

0/0 



NA 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

50 

0.237,0.168 

0.2165,0.0306 

0.150 

0.008, 1.065 
0.042, 0.590 



NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of Ihe weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. t ’<[ .234’ will be used as *1.234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the Overall statistics. 


! 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 67 of264) 


Biomaricer: Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 


Analytical Lab: Harrogate 


Timeiroint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week! 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

68.457,49.888 

0.073, NA 



SD.SE 

43.2595,6.1178 

0.1188,0.0147 



MEDIAN 

62.776 

0.033 



MIN, MAX 

0.762, 171.322 

0.000,0.677 



5%, 95% 

8.068, 162.785 

0.017,0.340 


# of BLQ/ALQ Values 

o/o 

0/0 


Week 2 

N 

49 

65 

<.0001 

MEAN. CEO MEAN 

69.207,51.472 

0.112, NA 



SD,$E 

45.1471,6.4496 

0.3667,0.0455 



MEDIAN 

63.557 

0.033 



MIN, MAX 

0.520, 177.245 

0.000,2.938 



5%, 95% 

10.256.162.182 

0.016,0.209 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

71413,53.378 

0.057,0.039 



SD.SE 

46.2520, 6.8195 

0.0733,0.0091 



MEDIAN 

62.122 

0.033 



MIN, MAX 

0.402,204.112 

0.011,0.470 



5%, 95% 

14.475, 163.660 

0.017,0.174 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

50 

65 

<.0001 

MEAN.GEO MEAN 

60.731.52.459 

0.081,0.044 



SD.SE 

43.5014.6.1520 

0.1621,0.0201 



MEDIAN 

64.514 

0.035 



MIN, MAX 

0.56!, 182.343 

0.011,1.222 



5%, 95% 

10.933, 150.824 

0.017,0.255 


* P-value from Wilcoxon rank-sum test. 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., kl.234'wilt be used as *1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Covance CRU Study No. 12226-8450 
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I 


Table 142*1-2 

Statistical Comparison Between Smokers and Non-Smokeis of 24-Hour Urine Biomarkers of Exposure by Timcpoini and Overall 

(Page 68 of 264) 


Biomarker Sum of Nicotine and Nicotine metabolites ((nmol/mg CreatinineVcigarette per day) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-value 1 

Week 1 

N 

50 



NA 

MEAN, GEO MEAN 

4.963,3.832 





SD, SE 

4.9765,0.7038 





MEDIAN 

3.716 





MIN, MAX 

0.254, 34.264 





5%, 95% 

1.063, 12.963 




# of BLQ/ALQ Values 

0/0 




Week 2 

N 

49 



NA 

MEAN, CEO MEAN 

6.265,4.153 





SD. SE 

11.2861, 1.6123 





MEDIAN 

3.606 





MIN, MAX 

0.173, 81.091 





5%, 95% 

1.734, 11.330 




# of BLQ/ALQ Values 

0/0 




Week 3 

N 

46 



NA 

MEAN, GEO MEAN 

5.325, 4.255 





SD, SE 

4.1846, 0.6170 





MEDIAN 

4.197 





MIN, MAX 

0.134,23.794 





5%, 95% 

1.911,10.156 




# of BLQ/ALQ Values 

0/0 




Overall* 

N 

50 



NA 

MEAN, GEO MEAN 

5.541,4.232 





SD. SE 

6.4550.0.9129 





MEDIAN 

4.068 





MIN, MAX 

0-187,46.383 





5%, 95% 

1.877, 11.763 





NOTE; Values listed were normalized by taking the original biomarkcr and dividing it by die number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No, PM-8450 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokets of 24-Hour Urine BiomarkcTS of Exposure by Timepoim and Overall 

(Page 69 of264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (ma/24hri 

Analytical Lab: Harracate 



Timepoint 

Statistic 

Smokers 

Non-Smokets 

P-vaIue J 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

13.490,9.768 

0.017,0.009 



SD, SE 

8.8670,1.2540 

0.0302, 0.0037 



MEDIAN 

13.234 

0.007 



MTN, MAX 

0.131,43.641 

0.002,0.157 



5%. 95% 

2.343.27.701 

0.003, 0.063 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

14.364,10.818 

0.024,0,010 



SD, SE 

8.3444,1.1921 

0.0652,0.0081 



MEDIAN 

14 064 

0 008 



MTN, MAX 

0.075,36.320 

0.002, 0.499 



3%, 95% 

2.125,33.028 

0.003, 0.056 


H of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

14.587,10.799 

0.014, 0.009 



SD. SE 

8.9934,1.3260 

0.0208, 0.0026 



MEDIAN 

13.707 

0.007 



MIN, MAX 

0.074,41.355 

0.003,0.136 



5%. 95% 

2.138,32.720 

0.004, 0.060 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall" 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

13.934.10.577 

0.018,0.010 



SD, SE 

8.1211,1.1485 

0.0336,0.0042 



MEDIAN 

13.706 

0.008 



MIN, MAX 

0.093,37.247 

0.003,0.222 



5%, 95% 

2.359,27.579 

0.003, 0,065 



8 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234’ will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.2,1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bio markers of Exposure by Timepoint and Overaff 

(Page 70 of 264) 


I 

! 


I 


Timepoint 

Statistic 

Smokers 

Week 1 

N 

50 

MEAN, GEO MEAN 

0.89S, 0.7JO 


SD. SE 

0.5491,0.0777 


MEDIAN 

0.786 


MIN, MAX 

0.044,3.468 


5%, 95% 

0.273,1.684 

# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 

MEAN, GEO MEAN 

1.118.0.873 


SD, SE 

1.0211,0.1459 


MEDIAN 

0.868 


MIN, MAX 

0.023, 6,647 


5%, 95% 

0.425,2.761 

ft of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 

MEAN. GEO MEAN 

1.023.0.861 


SD, SE 

0.5242,0.0773 


MEDIAN 

0.982 


MIN, MAX 

0.025, 2.263 


5%, 95% 

0.420, 2.083 

ft of BLQ/ALQ Values 

0/0 

Overall* 

N 

50 

MEAN. GEO MEAN 

1.008,0.852 


SD, SE 

0.6034,0.0853 


MEDIAN 

0.955 


MIN, MAX 

0.031,3.585 


5%, 95% 

0.402, 1.810 


Analytical Lab; Harrogat e 


Non-Smokers 


P-value* 

NA 


NA 


NA 


NA 


NOTE: Values listed were normalized hy taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly sutvey for the corresponding week _____ 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by firet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as *1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 71 of 264) 


Binmarker: Sum of Nicotine and Nicotine metabolites fme/mn Creatinine! Analytical Lab: Harrogate 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

0.011,NA 

0,000, NA 



SD, SE 

0.0071,0.0010 

0.0000, 0.0000 



MEDIAN 

0.010 

0.000 



MIN, MAX 

0.000. 0.028 

0.000. 0.000 



5%, 95% 

0.001,0.026 

0.000, 0.000 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

0.011, NA 

0.000, NA 



SD, SE 

0.0073, 0.0010 

0.0000, 0.0000 



MEDIAN 

0.010 

0.000 



MIN, MAX 

0.000,0.029 

0.000,0.000 



5%, 95% 

0.002,0.026 

0.000,0.000 


U of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

0.012, NA 

OOOO.NA 



SD. SE 

0.0075.0.OOU 

0.0000,0.0000 



MEDIAN 

0.010 

0.000 



MIN, MAX 

0.000,0.033 

0.000,0.000 



5%, 95% 

0.002,0.027 

0.000,0.000 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

0.011. NA 

0.000, NA 



SD, SE 

0,0071,0.0010 

0.0000,0.0000 



MEDIAN 

0.010 

0.000 



MIN, MAX 

0.000,0.030 

0.000, 0.000 



5%, 95% 

0.002,0.024 

0.000, 0.000 



* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated hy first averaging the results across visits within r subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234 ? wtll be used as 7.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 


Biamarker: Sum of Nicotine and Nicotine metabolites ('(ma/nra CreatinincVcigarette per day! 

(Page 72 of264) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-vaiue" 

Week! 

N 

50 



NA 

MEAN, GEO MEAN 

0.001, NA 





SD,SE 

0.0009, 0.0001 





MEDIAN 

0.001 





MTN. MAX 

0.000.0.006 





5%, 95% 

0.000,0.002 




# of BLQ/ALQ Values 

0/0 




Week 2 

N 

49 



NA 

MEAN, GEO MEAN 

0.001.NA 





SO, SE 

0.0019,0.0003 





MEDIAN 

0.001 





MIN, MAX 

0.000,0.013 





5%, 95% 

0.000, 0.002 




# Of BLQ/ALQ Values 

0/0 




Week 3 

N 

46 



NA 

MEAN, GEO MEAN 

0.001, NA 





SD, SE 

0.0007,0.0001 





MEDIAN 

0.001 





MIN, MAX 

0.000,0.004 





5%, 95% 

0.000,0.002 




# of BLQ/ALQ values 

0/0 




Overall* 

N 

50 



NA 

MEAN, GEO MEAN 

0.001, NA 





SD, SE 

0.0012,0.0002 





MEDIAN 

0.001 





MIN. MAX 

0.000,0.008 





5%, 95% 

0.000,0.002 





NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<1.234’ will be used as '1.234’) for the averages across visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaikers of Exposure by Tiroepuint and Overall 

(Page 73 of 264) 


Bio marker: Sum of Nicotine and Nicotine metabolites (nmo!/24tir) Analytical Lab: Harrogate 

Timepoint 

Statistic 

Smokers 

Non-Smokers 


P-value 1 

Week 1 

N 

50 

65 


<.0001 

MEAN, GEO MEAN 

83153.584, 60208.430 

105.530,54.081 




SD.SE 

54657.1229,7729.6845 

186.1554,23.0897 




MEDIAN 

81571.855 

44.994 




MrN. MAX 

807.495,269008.088 

13.634, 965 245 




5%, 95% 

14441.244, 170748.968 

17 554,388 382 



It of BLQ/ALQ Values 

0/0 

0/0 



week 2 

N 

49 

65 


<.0001 

MEAN, GEO MEAN 

88539.575,66680.156 

145.907,62.366 




SD, SE 

51435.3073,7347.9010 

401.7923,49.8362 




MEDIAN 

86689.522 

49.426 




MIN, MAX 

463.520,223877.537 

12.603.3077.553 




5%, 95% 

13096.445.203586.824 

17.436, 344.801 



tt of BLQ/ALQ Values 

0/0 

0/0 



Week 3 

N 

46 

65 


<•0001 

MEAN, GEO MEAN 

89914.281,66565.555 

85.407,54.691 




SD, SF. 

55436.2027, 8173.6222 

128.0726, 15.8854 




MEDIAN 

84469.955 

45.164 




MIN, MAX 

455.443,254916.322 

17.387, 838.565 




5%, 95% 

13178.209,201686.943 

22.786,368.107 



If of BLQ/ALQ Values 

0/0 

(VO 



Overall' 

N 

50 

65 


<.0001 

MEAN, GEO MEAN 

85889.343.65200.410 

112.281, 61.187 




SD, SE 

50059.2543,7079.4476 

207.3678. 25.7208 




MEDIAN 

84481.890 

48.290 




MIN, MAX 

575.486,229597.547 

16.995,1369.102 




5%, ¥5% 

14539.033, 169998.026 

21.248,401.405 




* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234 t will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomarkers of Exposure by Timepoinl ami Overall 

(Page 74 of 264) 


Biomarker; Sum of Nicotine and Nicotine metabolites l(ntnoi/24hrl/ciearette per day) Analytical Lab: Harrocalc _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-valoe a 


Week 1 


Week 2 


Week 2 


Overall* 


N 

MEAN. GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 

#ofBLQ.'ALQ Values 
N 

MEAN. OEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# Of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 

5%, 95% 


50 

5553.031,4625.021 
3384.8254,478.6666 
4847.574 

269.165. 21374.817 
1579.783, 10379.541 
0/0 

49 

6892.223.5380.358 

6294.2825,899.1832 

5348.991 

154.507,40974.206 
2619.289,17016.199 
0/0 

46 

6307.558.5306.163 
3231.3395,476.4350 
6055.057 

151.814,13950.879 
2586,936, 12841.396 
0/0 

50 

6214.769,5252.453 
3719.8748,526.0697 
5888.948 

191.629,22102.107 
2475.432, 11156.032 


NA 


NA 


NA 


NA 


NOTE: Values Hated were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

J P-value from Wilcoxon rank-sum lest. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by TiniepoiiU and Overall 

(Page 75 of 264) 


Biomailrer: Sum of Nicotine and Nicotine metabolites (nmol/L) 

Analytical Lab: HarroRate 


Time point 

Statistic- 

Smokers 

Non-Smokers 

Week 1 

N 

50 

65 

MEAN, GEO MEAN 

53238.5, 35233.1 

60.0,33.2 


SD.SE 

44982.55,6361.49 

113.33,14.06 


MEDIAN 

40007.4 

22.9 


MIN, MAX 

572.7,228943.1 

17.1,822.3 


5%, 95% 

5370,5, 128475.6 

17.1,184 7 

# of BLQ/ALQ Values 

0/0 

0/0 

Week 2 

N 

49 

65 

MEAN, GEO MEAN 

62334.0,43105.3 

80.2, 36.4 


SD.SE 

51855.77,7407.97 

187.75.23.29 


MEDTAN 

51484.6 

23.5 


MIN, MAX 

515.0,251547.8 

17.1. 10798 


5%, 95% 

10010.5, 175038.6 

17.1,202.6 

# of BLQ/ALQ Values 

0/0 

0/0 

Week 3 

N 

46 

65 

MEAN, GEO MEAN 

53561.0,39002.7 

45.9,29.4 


sn, sf. 

36385.03, 5364 68 

82.65, 10 25 


MEDIAN 

45888.2 

19.7 


MIN. MAX 

434 6, 161187.4 

17.1,645.0 


5%, 95% 

9549.4, 124561.5 

17.1, 129.4 

# of BLQ/ALQ Values 

0/0 

0/0 

Overall* 

N 

50 

65 

MEAN, GEO MEAN 

55931.S, 40417.7 

62.1,355 


SD.SE 

39513.50,5588.05 

105.04,13.03 


MEDIAN 

44451.7 

25.8 


MIN. MAX 

507.4,177780.1 

17.1,555.8 


5%, 95% 

8324.0, 129505.1 

17.1,238.2 


P-value* 

<.0001 


<.0001 


<.0001 


<.0001 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. '<1.234’will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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i 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomafkers of Exposure by Timepoint and Overall 

(Page 76 of264) 

Biomarker: Sum of Nicotine and Nicotine metabolites (Inmol/L),'cigarette p er day) Analytical Lab: Harrogate __ 

Timepoint _ Statistic _ Smokers _Non-Smokers_ _P-value* 


Week 1 


Week 2 


Week 3 


Overall* 


N 

50 

MEAN, GEO MEAN 

3482.0,2706 5 

SD, SE 

2373.66,335.69 

MEDIAN 

2775.4 

MIN, MAX 

190.9, 10706.3 

5%, 95% 

879.4.8428.7 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

4789.0, 3477.8 

SD, SE 

4453 70, 636.24 

MEDIAN 

3777.3 

MIN, MAX 

17! 7,26435.0 

5%, 95% 

1287.1, 13281.7 

tt of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

4222.5,3109.1 

SD. SE 

4026.79.593.72 

MEDIAN 

3189.7 

MIN. MAX 

144.9,24912.3 

5%, 95% 

1250.6,11279.6 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

4157.8, 3236.2 

SD, SE 

3182.56,450.08 

MEDIAN 

3658.4 

MIN, MAX 

169.2, 19091.7 

5%, 95% 

1248.9,9143.4 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-valtte from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BT.Q/Ar Q values were convened to the limit 
of the quantification (e.g., ’<l.234’will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 77 of 264) 

Biomarker: Sum of Nicotine and Nicotine metabolites (mu/L) Analytical Lab: Harrogate 

Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-value* 

Week 1 

N 

50 


65 

<.0001 

MEAN. GEO MEAN 

8.6,5.7 


0.0, NA 



SD.SE 

7.30,1.03 


0.02,0.00 



MEDIAN 

6.5 


0.0 



MIN. MAX 

0.1,37.1 


0.0.0.1 



5%, 95% 

0.9,20.8 


0.0,0.0 


# of BLQ/ALQ Values 

0/0 


0/0 


Week 2 

N 

49 


65 

<.0001 

MEAN, GEO MEAN 

10.2,7.0 


0.0,NA 



SD, SE 

8.41,1.20 


0,04,0.00 



MEDIAN 

8.4 


0.0 



MIN, MAX 

0.1,40.8 


0.0,0.2 



5%, 95% 

1.6,28.4 


0.0,0.0 


# of BLQ/ALQ Values 

0/0 


0/0 


Week 3 

N 

46 


65 

<.0001 

MEAN, GEO MEAN 

8.7.64 


0.0, NA 



SD, SF. 

5.90.0.87 


0.01.0.00 



MEDIAN 

7.5 


0.0 



MIN. MAX 

0.1,26.1 


0.0,0.1 



5%, 95% 

1.5,20.2 


0.0,0.0 


# of BLQ/ALQ values 

0/0 


0/0 


Overall' 

N 

50 


65 

<.0001 

MEAN. GEO MEAN 

9.1,66 


0.0, NA 



SD, SE 

6,41,0.91 


0.02,0.00 



MEDIAN 

7.2 


0.0 



MIN, MAX 

0.1,28.8 


0.0,0.1 



5%. 95% 

1.4,21.0 


0.0,0.0 



* P-value from WiJcoxon rank-sum tost. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1 .234’will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine BlomaHcers of Exposure by Time point and Overall 

(Page 78 of 2641 


Biomarker: Sum of Nicotine and Nicotine metabolites ((mc/Lycigarette per day) 

Analytical Lab: Harrogate 


Titnepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

50 


NA 

MEAN, GEO MEAN 

0.6, NA 




SD, SE 

0.39,0.05 




MEDIAN 

0.5 




MIN, MAX 

0.0,17 




5%, 95% 

0.1,14 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

0.8, NA 




SD, SE 

0.73,0.10 




MEDIAN 

0-6 




MOT. MAX 

00,4.3 




5%, 95% 

0.2,1.2 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

0.7. NA 




SD, SE 

0.65,010 




MEDIAN 

0.6 




MIN, MAX 

0.0,4.0 




5%, 95% 

0.2,1.8 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

50 


NA 

MEAN, GEO MEAN 

0.7, NA 




SD, SE 

0.52,0.07 




MEDIAN 

0.6 




MIN, MAX 

0.0,3.1 




5%, 95 % 

0.2,1.5 



NOTE: Values listed were norma lived by taking the original hinmarker arid dividing it by the number of cigarettes found in question 4 of the weekly survey for the. corresponding week. 


‘ P-vafue from Wilcoxon rank-sum test. 





* Overall values cal ciliated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as ihe BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 -234’will be used as '1.2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

(Page 79 of 264) 


Biomarker: Total 3-hvdroxycotinir.c (ug/24hrl Analytical Lab: Harrogate 
Timepoint _ Statistic _Smokere 


Non-Smokers 


P-value* 


Week I 

N 

50 

65 


MEAN, GEO MEAN 

7831.126,5355.823 

8.345,3.989 


SD.SE 

6001.9523, 848.8042 

14.4819, 1.7963 


MEDIAN 

7518.912 

3.000 


MIN. MAX 

80.370,31233.615 

0.800, 84.568 


5%, 95% 

795.900,18631.252 

1.140,40.870 


# of BLQ/ALQ Values 

0/0 

23/0 

Week 2 

N 

49 

65 


MEAN. GEO MEAN 

8569.600,6203.499 

11.570,4.793 


SD, SE 

5412.4118, 773.2017 

26.0279,3.2284 


MEDIAN 

7610,064 

3.150 


MIN. MAX 

48.420,22147.192 

1.000, 191.422 


5%, 95% 

842.508, 19677.560 

1.148,43.240 


# of BLQ/ALQ Values 

m 

15/0 

Week 3 

N 

46 

65 


MEAN, GEO MEAN 

8483.711,5938.857 

7 990, 4,094 


SD, SE 

6120.1667,902.3694 

14.5318,1.8024 


MEDIAN 

6586.053 

3.219 


MIN, MAX 

52.295, 27454.9110 

1.068,89.830 


5%, 95% 

1258.180, 18489.870 

1.350, 44.835 


U of BLQ/ALQ Values 

0/0 

25/0 

Overall* 

N 

50 

65 


MEAN. GEO MEAN 

8179.595,5975.973 

9.301.4.690 


SD.SE 

5444.3965,769.9539 

16.0740, 1.9937 


MEDIAN 

6813.151 

3.309 


MIN, MAX 

60.362,23472.750 

1.067, 97.065 


5% 95% 

827.503,20711.634 

1.355,42.982 


<.0001 


<.0001 


<.0001 


<.0001 


P-valnc from Wilcoxon rank-sum test. ~ --— 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values 
of the quantification (e.g., '<1.234' will be used as T.234’) for the averages across visits within a strbjectthus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438952 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 80 of 264) 


Biomarker: Total 3-hvdroxvcotinine frmol/24hr) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

40745.351,27866.345 

43.416,20.752 



SD.SE 

31228,1578.4416.3284 

75.3495,9.3459 



MEDIAN 

39120.900 

15.609 



MIN, MAX 

418.165, 162508.499 

4.162,440.007 



5%, 95% 

4141.068,96938.404 

5.931,212.647 


# of BLQ/ALQ Values 

0/0 

23/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

44587.629,32276.804 

60.197,24.940 



SD.SE 

28160.7785,4022.9684 

135.4230,16.7972 



MEDIAN 

39595.163 

16.389 



MIN, MAX 

251.929, 115231.840 

5.203,995.969 



5%, 95% 

4383.569, 102382.345 

5.973,224.978 


# of BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

44140.746,30899,874 

41.570,21.301 



SD.SE 

31843.2274,4695.0277 

75.6090, 9.3781 



MEDIAN 

34267.231 

16.748 



MIN, MAX 

272.091,142847.845 

5.557.467.385 



5%, 95% 

6546.311,96202.794 

7.024,233.277 


# of BLQ/ALQ Values 

0/0 

25/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

42558.433,31092.983 

48.394, 24.402 



SD, SE 

28327.1955,4006.0704 

83.6332, 10.3734 



MEDIAN 

35448.825 

17.217 



MIN. MAX 

314.062, 122128.717 

5.550.505.029 



5%, 95% 

4305.496,107752.632 

7.048,223.634 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) foTthe averages across visits within a subject thus eliminating all BLQ/ALQ values forthe overall statistics. 
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PM3006438953 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14 2 . 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-1 lour Urine Diemarkers of Exposure by Timepoint and Overall 

(Page 81 of 264) 


Biomarker: Total 3-hvdroxycotinine ((u E .'24hiVdearettc per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-valuc’ 


Week 1 


Week 2 


Week 3 


Overall* 


N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 

ft of BLQ/ALQ Values 

N 

MEAN, CEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

515.834,411.417 
327.1857, 46.2710 
470.075 

26.790.1738,618 
92.813.1160,539 
0/0 

49 

658.768, 500.509 
565.0482,80.7212 
529.433 

16.140,3571.898 
226.150,1632.510 
WO 

46 

592.291,473.406 
368.0561.54.2669 
506.162 

17.432, 1676.349 
222.522,1418,901 
WO 

50 

588.904.478.775 
363.6626,51.4297 
499.268 

20.121,2030.196 
199.073, 1303.658 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey fot the corresponding week. 
fl P-valne from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, Ihen calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as (he BLQ/ALQ values were converted to the limit 
of the quantificatioa (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438954 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint ami Overall 

{Page 82 Of 264) 


Bio ma rker: To tal 3-h ydroxycottnine (fnmol/24hr ycigarette per day)_Analyti cal Lab; Harrogat e_ 

Timepoint _ Statistic _____ Smokers _ Non-Smokcre _ P-value 8 


Week I 

N 

50 

NA 


MEAN, OEO MEAN 

2683.886,2140.604 



SD, SE 

1702.3472,240.7483 



MEDIAN 

2445.801 



MIN. MAX 

139.388,9046.030 



5%, 95% 

482.904. 6038.287 



# of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 

NA 


MEAN. GEO MEAN 

3427.569,2604.130 



SD, SF. 

2939 9458,419.9923 



MEDIAN 

2754.642 



MIN. MAX 

83.976,18584.583 



5%, 95% 

1176.658.8493.950 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

3081.692,2463.133 



SD, SE 

1914.9958,282.3507 



MEDIAN 

2633.560 



MIN, MAX 

90.697,8722.043 



5%, 95% 

1157.784,7382.540 



tt of BLQ/ALQ Values 

0/0 


Overall* 

N 

50 

NA 


MEAN. GEO MEAN 

3064.067,2491.068 



SD, SE 

1892.1364,267.5885 



MEDIAN 

2597,689 



MIN, MAX 

104.687, 10563.Ill 



5%, 95% 

1035.779, 6782.931 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’ will be used as 1.23 4^ tor the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438955 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Won-Smokers of 24-Hour Urine Btomarkers of Exposure by Timepoint and Overall 

(Page 83 of 264) 


Biomaiket: Total 3-hydroxycQtinine (gg/mg Creatinine) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

B-valuc’ 

Week ! 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

6.449,4.438 

0.006, NA 



SO, SF. 

4.6629, 0.6594 

0.0098, 0 0012 



MEDIAN 

5.375 

0.002 



MfN.MAX 

0.076, 18.383 

0.000, 0.052 



5%, 95% 

0.370, 15.997 

0.001,0.022 


# of BLQ/ALQ Values 

0/0 

23/0 


Week 2 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

6.777,4.788 

0.008, NA 



SD.SE 

4.9259,0.7037 

0.0156, 0.0019 



MEDIAN 

5.554 

0.002 



MIN. MAX 

0.054,20.024 

0.000, 0.099 



5%. 95% 

0.503, 18.134 

0,001,0.027 


# of BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<.0001 

MEAN. GEO MEAN 

6.924,4.762 

0.005. 0.003 



SD.SE 

5.3191,0.7843 

0.0080,0.0010 



MEDIAN 

5.015 

0.002 



MIN, MAX 

0.046, 23.294 

0.001,0.050 



5%, 95% 

1.148,17.524 

0.001,0.021 


# of BLQ/ALQ Values 

0/0 

25/0 


Overall* 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

6.692,4.787 

0.006, 0.003 



SD.SE 

4.8008.0.6789 

0.0095, 0.0012 



MEDIAN 

5.297 

0.003 



MIN, MAX 

0.059,20.195 

0.001,0.046 



5%, 95% 

0.653, 16.414 

0.001,0.026 



a P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438956 


12226-8450 




RSR 

Protocol No. PM-8450 
Covance CRU Study No. 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biamarkers of Exposure by Timepoint and Overall 

(Page $4 of 264) 


Biomarken Total 3-hYdrtwycoijiune (nmol/mg Creatinine) 

Analytical Lab: Harrogate 



Timeporat 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week I 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

33.556, 23.089 

0.030. N A 



SD.SE 

24.2611,3.4310 

0.0509,0.0063 



MEDIAN 

27.964 

0.010 



MIN, MAX 

0.395,95.647 

0 000,0.271 



5%, 95% 

1.925,83.232 

0.005,0.114 


# of BLQ/ALQ Values 

04) 

23/0 


Week 2 

N 

49 

65 

<.0001 

MEAN. GEO MEAN 

35.235.24.911 

0.040. NA 



SD, SE 

25.6293.3.6613 

0.0811,0.0101 



MEDIAN 

28.897 

0.010 



MIN, MAX 

0.281, 104.185 

0.000,0.515 



5%, 95% 

2.617,94.351 

0.005.0.140 


# of BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

36.028,24.775 

0.026,0.015 



SD, SE 

27.6752,4.0805 

0.0415,0.0051 



MEDIAN 

26.091 

0.010 



MIN, MAX 

0.239, 121.199 

0.005, 0.260 



5%, 95% 

5.973,91.177 

0.005, 0 109 


# of BLQ/ALQ Values 

0/0 

25/0 


Overall’ 

N 

50 

65 

C.0001 

MEAN, GEO MEAN 

34.818,24.906 

0.032,0.017 



SD, SE 

24.9784, 3.5325 

0.0493, 0.U061 



MEDIAN 

27.557 

0.016 



MIN, MAX 

0.305,105.075 

0.003,0.241 



5%, 95% 

3.399, 85.402 

0.005, 0.135 



* P-value from Wilooxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as "1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1:24 July 2002 


Page 376 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438957 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Companion Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 85 of 264) 


Biomarken Total 3*hydroxvcotinine ('(uc/mc CrcatiQincVciearette per day) Analytical Lab: Harrogate 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-va!ue* 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

0.457,0.341 




SD.SE 

0.4171,0.0590 




MEDIAN 

0.376 




MIN, MAX 

0.021,2 536 




5%, 95% 

0.077,1.054 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

0.595,0.386 




SD, SE 

0.9893,0.1413 




MEDIAN 

0.377 




MIN. MAX 

0.018, 7.069 




5%, 95% 

0.139,1.211 



t> of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

0.511,0.380 




SD.SE 

0.4645,0.0685 




MEDIAN 

0.381 




MIN, MAX 

0.015,2.859 




5%, 95% 

0.151, 1.165 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

50 


NA 

MEAN, GEO MEAN 

0.524,0.384 




SD, SE 

0.5899,0.0834 




MEDIAN 

0,406 




MIN, MAX 

0.019,4.155 




5%, 95% 

0.163,1.346 




NOTE: Values listed were normalized by taking the original hiotnarker and dividing it by the number of cigarettes found in question 4 nf the weekly survey for the corresponding week. 

‘ P-value from Wilcoxan rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438958 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 86 of 264) 


Biomarker: Total 3-hydroxvcotinine ((nmol/mg CreatinineVciEarette per day) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

50 


MEAN. GEO MEAN 

2.376,1.774 



SD,SE 

2.1705, 0.3070 



MEDIAN 

1.956 



MIN. MAX 

0.107.13.195 



5%, 95% 

0.401,5.486 


# of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 


MEAN, GEO MEAN 

3.097,2.010 



SD.SE 

5.1472,0.7353 



MEDIAN 

1.964 



MIN, MAX 

0.094, 36.780 



5%, 95% 

0.725,6.299 


# of BLQ/ALQ Values 

0/0 


Week 3 

N 

46 


MEAN, GEO MEAN 

2.659.1.975 



SD.SE 

2.4170,0.3564 



MEDIAN 

1.981 



MIN. MAX 

0.080, 14.876 



5%, 95% 

0.786, 6.061 


tf of BLQ/ALQ Values 

0/0 


Overall* 

N 

50 


MEAN, GEO MEAN 

2.726.1.999 



SD, SE 

3.0691,0.4340 



MEDIAN 

2.113 



MIN, MAX 

0.102,21.617 



5%, 95% 

0.850,7.002 



P-valuc" 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original btomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’win be used as T.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/AUJ values for the overall statistics. 
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PM3006438959 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timcpoint and Overall 

(Page 87 of 264) 


Biomaiken Total 3-hydroxycotinmc (ng/mL) Analytical Lab: Harrogate 


Tiroepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

4845.2,3134.1 

5.3,2.4 



$D, SE 

4478.12, 633.30 

12.40, 1.54 



MEDIAN 

3846 4 

3.5 



MIN, MAX 

57.0,26581.8 

1.0,96.1 



5%, 95% 

547.1, 12291.4 

1.0, 18.0 


ff of BLQ/ALQ Values 

0/0 

23/0 


Week 2 

N 

49 

65 

<0001 

MEAN. GEO MEAN 

5978.4.4009.9 

7.7,2.8 



SD.SE 

4841.56.691.65 

22.20,2.75 



MEDIAN 

4802.7 

2.0 



MJN, MAX 

53.8,23327.3 

1.0,169.4 



5%, 95% 

807.0, 16284.7 

1.0,26.2 


# of BLQ/ALQ Values 

tvo 

15/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

5051.2, 3479.7 

4.4,2.2 



SD.SE 

4249.51,626.56 

9.19.1.14 



MEDIAN 

4050.7 

1.4 



MIN, MAX 

49.9,23404.7 

1.0,69.1 



5%, 95% 

7U3.4, 12479.5 

1.0,15.6 


# of BLQ/ALQ Values 

wo 

25/0 


Overall* 

N 

50 

65 

<0001 

MEAN. GEO MEAN 

5246.8, 3729.5 

5.8,2.7 



SD, SE 

3898.69,551.36 

11.54, 1.43 



MEDIAN 

4786.8 

2.1 



MIN. MAX 

53.6, 18644.1 

1.0.66.3 



5%, 93% 

745.1, 11100.3 

1.0,18.6 



4 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438960 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokcre and Non-Srnokcre of 24-Hour Urine Biomarkerc of Exposure by Tirrtepoim and Overall 

(Page 88 of 264) 


Blomarker: Total 3-tivdroxvcotmine fiimol/LI 

Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Weekl 

N 

50 

65 

MEAN, GEO MEAN 

25209.6,16307.0 

27.8, 12.7 


SD.SE 

23299.65, 3295.07 

64.53, 8,00 


MEDIAN 

20012.6 

7.8 


MIN, MAX 

296.fi, 138305.1 

5.2,500.0 


5%. 95% 

2846.6, 63952.2 

5.2,93.7 

# of BLQ/ALQ Values 

0/0 

23/0 

week 2 

N 

49 

65 

MEAN, GEO MEAN 

31105.5,20863.4 

40.2, 14.5 


SD.SE 

25190.66,3598.67 

115.52, 14.33 


MEDIAN 

24988.4 

10.4 


MIN. MAX 

279.9,121371.9 

5.2,881.4 


5%, 95% 

4198.8, 84729.3 

5.2, 136.3 

#of BLQ/ALQ Values 

0/0 

15/0 

Week 3 

N 

46 

65 

MEAN, GEO MEAN 

26281.4, 18105.1 

22.7, 11.4 


SD.SE 

22110.22.3259.97 

47.79, 5.93 


MEDIAN 

21075.5 

7.3 


MIN, MAX 

259.6, 121774.7 

5.2, 359.5 


5%, 95% 

3659.8,64930.8 

5.2,81.2 

# of BLQ/ALQ Values 

0/0 

25/0 

Overall* 

N 

50 

65 

MEAN, GEO MEAN 

27299.0,19404.3 

30.2,14.3 


SD.SE 

20284.91,2868.72 

60.02, 7.44 


MEDIAN 

24905.7 

10.7 


MIN, MAX 

278.7, 97005.2 

5.2, 344.8 


5%. 95% 

3876.6,57754.9 

5.2,96.8 


P-vatue* 


<0001 


<0001 


<.0001 


<.0001 


* P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used ax ’1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438961 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-1 lour Urine Diomarkers of Exposure by Timcpoint and Overall 

(Page 89 of 264) 


Biomarker: Total 3-hydroxycotinine ((n^mLVcigarette per day) _Analytical La b: Harrogate ___ 

Ttmepo-mt Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Overall* 


N 

50 

MEAN. GEO MEAN 

318.3,240.8 

SD, SE 

225.62.31.91 

MEDIAN 

247.1 

MIN, MAX 

19 0. 886.1 

5%, 95 % 

59.0.794.9 

# of BLO/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

459.8, 323.5 

SD, SE 

434.21, 62.03 

MEDIAN 

361.8 

MIN, MAX 

17.9.2304.5 

5%. 95% 

100.8.1254.0 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

403.0, 277.4 

SD. SE 

467.53. 68.93 

MEDIAN 

294.0 

MIN, MAX 

16.6,2993.5 

5%, 95% 

94.8, 1017.6 

#nf BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

395.9, 297.1 

SD, SE 

328.26,46.42 

MEDIAN 

305.0 

MIN. MAX 

17.8, 1912.2 

5%, 95% 

104.8,924.4 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P- value from Wilcoxrm rank-sum test. 

* Overalt values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438962 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 90 of264) 


Biomarker: Total 3-hydroxycotinine ({nmol/LVcigarettc per day) 

Analytical Lab: Harrocate 



TimeDoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

week 1 

N 

50 


NA 

MEAN, GEO MEAN 

1656.1, 1252.7 




SD.SE 

1173.92, 166.02 




MEDIAN 

1285 7 




MIN. MAX 

98.9,4610.2 




5%, 95 % 

306.7,4135.8 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN. GEO MEAN 

2392.5, 1683.3 




SD.SE 

2259.19.322.74 




MEDIAN 

1882.5 




MIN, MAX 

93.3,11990.1 




5%, 95% 

524.4, 6524.6 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

2096.7, 1443.2 




SD.SE 

2432.56.358.66 




MEDIAN 

1529.8 




MIN. MAX 

86.5,15575.1 




5%. 95% 

493.0, 5294.6 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

50 


NA 

MEAN, GEO MEAN 

2060.0, 1545.7 




SD.SE 

1707.96,241.54 




MEDIAN 

1586.8 




MIN. MAX 

92.9,9949.3 




5%, 95% 

545.2, 4809.9 




NOTE: Values listed were normalized by talcing the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. t '<\ .234’ will be used as T 1.234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438963 


Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2-1-2 

-Statistical Comparison Between Smokers and Non-Smokers of 24-1 tour Uritie Biomafkcrs af Exposure by lime point and Overall 

I Page 9! of 2641 


Biomarkeu Total Cotinine (ugMlrrl Analytical 1 ab: Hairogate _ 

Tirocpnmt _ Statistic _ Smok ers 


Non-Smokers 


P-value' 


Week I 

N 

59 

63 

<0001 


MEAN, GEO MEAN 

4578.37(5,3421,217 

5.320,2.894 



SD.SE 

3440.7648, 486.5976 

8.2060,1.0178 



MEDIAN 

4470.819 

2.265 



MIN, MAX 

44.556.17099.775 

0.570,46.593 



5*A. 95% 

720.720,10349.625 

1.030,23.940 



« of BLQ/ALQ Values 

C/0 

33/0 


Week 2 

N 

49 

65 

<0001 


MEAN, GEO MEAN 

5021.667,3664.557 

6.388,3.245 



SD.SE 

3238.0901,462.5843 

12.6004.1 5629 



MEDIAN 

506*690 

2.740 



MIN. MAX 

25.650,16352.593 

0.625,95.190 



5%. 95% 

735.694,11710.980 

0.915.17.978 



ft of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

46 

65 

<0001 


MEAN, GEO MEAN 

5092.021, 3687.215 

4.722, 2.969 



SD.SE 

3093.8123,456.1577 

7.0846,0.8787 



MEDIAN 

5049.495 

2.450 



MIN, MAX 

21.379,13322.126 

0.990,43.940 



5%, 95% 

538.890,10641.330 

1,200,14.94} 



# of BLQ/ALQ Values 

010 

39/0 


Overall’ 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

4022.139,3635,756 

5.476, 3257 



SD, SR 

3018.0300,426.8139 

8.0065,0.9931 



MEDIAN 

5080.985 

2.658 



MIN, MAX 

30.528, 13142.481 

U.967,48.539 



5%, 95% 

834.401,10962.570 

1.181,21.198 



’ OvetaH values calculated by first averaging the results across visiis within a suhject. then calculating the descriptive statistics across subjects. Coral! of BLQ/ALQ values does not apply as flic BLQ/ALQ values were converted to the limit 
of tbe quantification (e.g., ’<! .234’ will be used as ’? .234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbr the overall statistics. 


Draft 1:24 July 2002 


Page 383 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006438964 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2,1-2 

Statistical Comparison Between Smokers anti Non-Smokers ot 24-Hour Urine Biomuricers of Exposure by Timepoint and Overall 

(Page 9? of 264) 


Biomarfcer: Total Cotinine (runoI/24hr) 
Timepoint _ Statistic 


Analytical Lab: Harrogate 

_Smokers 


Non-Smokers 


P-value' 


Week 1 

N 

50 

65 

<.0001 


MEAN. GEO MEAN 

27684.781,19415.407 

30.188, 16.426 



SD, SF. 

19526.3404,2761.4415 

46.5690, 5.7762 



MEDIAN 

25371.898 

12.854 



MIN, MAX 

252.855,97041.223 

3.235,264.415 



5%, 95% 

4090.086.58734.122 

5.845,135.860 



# of BLQ/ALQ Values 

0/0 

33/0 


Week 2 

N 

49 

65 

<-0001 


MEAN. GEO MEAN 

28498,074,20796.363 

36250, 18.415 



SD. SE 

18376.1513,2625.1659 

71.5075. 8.S694 



MEDIAN 

28764.816 

15.550 



MIN, MAX 

145.564,92800.965 

3547,540203 



5%, 95% 

4175.063, 66459.812 

5.193, 102.025 



#of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

46 

65 

<.0001 


MEAN. GEO MEAN 

28897.221,20924.944 

26.797,16 847 



SD, SE 

17557.3848,2588.6952 

40,2052.4.9868 



MEDIAN 

28655882 

13.904 



MIN, MAX 

121.326.75603.065 

5.618, 249,360 



5%, 95% 

3058.201, 60389.548 

6.810,84.513 



# of BLQ/ALQ Values 

0/0 

39/0 


Overall* 

N 

50 

65 

<-0001 


MEAN, GEO MEAN 

27933.141,20632.919 

31.079.18.485 



SD, SE 

17127.3203,2422.1689 

45.4372,5.6358 



MEDIAN 

28834.590 

15.082 



MIN, MAX 

173,248, 74583.582 

5.486, 275.461 



5%, 95% 

4735227,62212.586 

6.704, 120.299 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging ihe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BI.Q/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as '1.234') for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006438965 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaritcis of Exposure by Timepoim and Overall 

{Page 93 of 264) 


Biomarker: Total Cotlnine <(u2/241irVci!2arette per davl 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

329-496,262.807 




SD.SE 

255.9854, 36.2018 




MEDIAN 

265.098 




MIN. MAX 

14.852, 1709.978 




5%. 95% 

67.906, 733.236 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

387.177,295.663 




SD.SE 

348.4011.49 7716 




MEDIAN 

285.478 




MIN, MAX 

8.550.1900.378 




5%, 95% 

148.824,1113.879 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

366.558, 293.920 




SD, SE 

216.7281,31.9548 




MEDIAN 

305.509 




MIN, MAX 

7.126,918.949 




5%, 95% 

104.652,845.604 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

50 


NA 

MEAN, GEO MEAN 

359.150, 292.773 




SD.SE 

239.4210,33.8592 




MEDIAN 

280.147 




MIN, MAX 

10.176,1378.107 




5%. 95% 

136.146.735.186 




NOTE: Values listed were normalized by taking the original bio marker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234’) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006438966 


HSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Ffour Urine Biomarkcro of Exposure by Timepomt and Overall 

(Page 94 of 264) 


Biomarker: Total Cotinine < fnmot/24hryciganette per day) Analytical Lab; Harrogate 


Titnepo'tnt 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

50 

1869.889,1491.430 

1452.7166,205.4451 

1504.427 

84.285.9704.122 

385.369,4161 114 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

49 

2197.228,1677.887 

1977.1759,282.4537 

1620 085 

48.521, 10784.643 

844.576,6321.264 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

<f of BLQ/ALQ Values 

46 

2080.214,1667.997 

1229.9317,181.3435 

1733.765 

40.442,5215.035 

593.900,4798.800 

0/0 


NA 

Overall* 

N 

MEAN, GF.O MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

50 

2038.178,1661.487 

1358.7135,192.1511 

1589.832 

57.749,7820.754 

772.628,4172.178 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., .234’will be used as ’1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438967 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 1-2 


Bio marker: Total Coiinine (jig/mg Creatinine) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 95 of 264) 

Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

50 

65 

<.0001 

MEAN,GEO MEAN 

3.957,2.835 

0.004. NA 



SD.SE 

2.4437,0.3456 

0.0057, 0.0007 



MEDIAN 

3.861 

0 002 



MIN, MAX 

0.042,10.371 

0.000,0 033 



5%, 95% 

0,473,8,403 

0.001,0.015 


ff of BLQ/ALQ Values 

0/0 

33/0 


Week 2 

N 

49 

65 

<..0001 

MEAN, GEO MEAN 

3.842, 2.829 

0.005, NA 



SD, SB 

2.5305.0.3615 

0.0114,0 0014 



MEDIAN 

3.699 

0.002 



MIN, MAX 

0.029,12.831 

0.000, 0.091 



5%, 957b 

0.636,8.239 

0.001, 0.014 


# of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

46 

65 

<.000t 

MEAN, GEO MEAN 

4.042, 2957 

0.003,0.002 



SD.SE 

2.6149,0.3855 

0.0044,0.0005 



MEDIAN 

3.681 

0.002 



MIN, MAX 

0.019,11.859 

0,001,0.025 



5%, 95% 

0.832, 9.415 

0.001,0.008 


H of BLQ/ALQ Values 

0/0 

39/0 


Overall" 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

3950,2.935 

0.004. 0,002 



SD, SE 

2.4396, 0.3450 

0.0061,0.0008 



MEDIAN 

3.804 

0.002 



MrN, MAX 

0.030, 10.694 

0.001,0.042 



5%, 95% 

0.733, 8.810 

0.001,0.015 



* P-value from Wtlcoxon tank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., '<1.234' will be used as' 1.234') for the averages across visits within a subject thus eliminating al I BLQ/ALQ values for the overall statistics. 
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PM3006438968 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkens of Exposure by Timcpoint and Overall 

(Page 96 of 264) 


Biomarker: Total Cotinine (nmol/mg Creatinine) 

Analytical Lab; Harroeate 


Timcpoint 

Statistic 

Smoke rs 

Non-Smokers 

Week 1 

N 

50 

65 

MEAN, GEO MEAN 

22.456, 16.085 

0.021, NA 


SD, SE 

13.8680. 1.9612 

0.0321,0.0040 


MEDIAN 

21.912 

0.011 


MfN. MAX 

0.238,58.855 

0.000,0.187 


5%. 95% 

2.684.47.687 

0.006.0.085 

# of BLQ/ALQ Values 

0/0 

33/0 

Week 2 

N 

49 

65 

MEAN. CEO MEAN 

21.801,16.055 

0.028, NA 


SD, SE 

14.3604, 2.05fS 

0.0647,0.0080 


MEDIAN 

20.992 

0.011 


MIN, MAX 

0 165,72.816 

0.000,0.516 


5%, 95% 

3.609,46.756 

0.006,0.079 

# of BLQ/ALQ Values 

0/0 

32/0 

Week 3 

N 

46 

65 

MEAN, GEO MEAN 

22.940, 16.783 

0.019,0.012 


SD, SE 

14.8394.2.1880 

0.0252.0.0031 


MEDIAN 

20.887 

0.011 


MIN, MAX 

0.108,67.300 

0.006,0.142 


5%, 95% 

4.722,53.430 

0.006,0.045 

tt Of BLQ/ALQ values 

0/0 

39/0 

Overall' 

N 

50 

65 

MEAN, GEO MEAN 

22.417, 16.655 

0.023, 0,014 


SD, SE 

13.8448, 1.9579 

0.0347, 0.0043 


MEDIAN 

21.585 

0.011 


MIN, MAX 

0.170,60.690 

0.004, 0.240 


5%, 94% 

4.162,49.999 

0.006, 0.085 


P-value* 


<.0001 


<.0001 


<.0001 


<.0001 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’ will be used as ’l .234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


I able 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokeis of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 97 of 264) 


Analytical Lab; Harrogate 


Timepoint 

Statistic 

Smokers 

Week I 

N 

50 

MEAN, GEO MEAN 

0.2X9,0.218 


SD, SE 

0.2716,0.0384 


MEDIAN 

0,205 


MIN, MAX 

0.014,1.681 


5%. 95% 

0.094,0.690 

# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 

MEAN, GEO MEAN 

0.339,0.228 


SD, SE 

0.5357,0.0765 


MEDIAN 

0.198 


MIN. MAX 

0.010,3.761 


5%, 95% 

0.094,0.716 

#f ofBLQ/ALQ Values 

0/0 

Week 3 

N 

46 

MEAN. GEO MEAN 

0.308,0-235 


SD, SE 

0.2648,0-0390 


MEDIAN 

0,232 


MIN, MAX 

0.006,1.482 


5%, 95% 

0.095,0.831 

# of BLQ/ALQ Values 

0/0 

Overall' 

N 

50 

MEAN, GEO MEAN 

0.314,0.237 


SD. SE 

0.3292,0.0466 


MEDIAN 

0221 


MIN, MAX 

0.010,2.177 


5%, 95% 

0.104.0.S84 


Non-Smokers 


P-value 1 


NA 


NA 


NA 


NA 


' P-value from Wilcoxon rank-sum test. , . 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438970 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomafkers of Exposure by Timepoint and Overall 

(Page 98 of 264) 


Biomarker Total Coiitiine ((nmol/ma CreatimneVciaarctte per day! 

Analytical Lab: Harrosate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

30 


NA 

MEAN, CEO MEAN 

1.637. 1.236 




SD, SE 

1.5410, 0.2179 




MEDIAN 

1.164 




MIN, MAX 

0.079, 9.537 




5%, 95% 

0.536, 3.918 



ft of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

1,923, 1.295 




SD. SE 

3.0402.0.4343 




MEDIAN 

1.125 




MIN, MAX 

0.055,21.344 




5%, 95% 

0.531,4.063 



ft of BLQ/ALQ values 

0/0 



Week 3 

N 

46 


NA 

MEAN. GEO MEAN 

1.746, 1.338 




SD, SE 

1.5031.0-2216 




MEDIAN 

1.317 




MIN, MAX 

0.036, 8.413 




5%, 95% 

0.542,4.718 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

50 


NA 

MEAN. GEO MEAN 

1.779,1.343 




SD, SE 

1.8683, 0.2642 




MEDIAN 

1.255 




MIN, MAX 

0.057, 12.354 




5%. 95% 

0.588,3.315 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ *<1.234'will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438971 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 


Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkcrs ofExposureby Tirncpuinl and Overall 

{Page 99 of 264) 

Biomarker: Total Cotinine Oia/mL) Analytical Lab: Harrogate 

Timetxrat 

Statistic 

Smokers 

Non-Smokers 

P-vaiue a 

Week! 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

3187.2,2002.0 

3.0, 1.8 



SD, SE 

2909.78,411.50 

5.10,0.63 



MEDIAN 

2020.8 

1.0 



MIN, MAX 

31.6,12510.5 

1.0,35.5 



5%, 95% 

348.7, 10113.5 

1.0,10.7 


# of BLQ/ALQ Values 

0/0 

33/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

3644.7, 2368.7 

3.4, 1.9 



SD, SE 

3403.71,486.24 

5.70,0.71 



MEDIAN 

2690.9 

1.2 



MIN, MAX 

28.5,18373.7 

1.0,33.4 



5%, 95% 

503.9,9222.8 

1.0.14.1 


# of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

46 

65 

<•0001 

MEAN, GEO MEAN 

30567, 2160.4 

2.5, 1.6 



SD. SE 

2083.46, 307.19 

4 43. 0.55 



MEDIAN 

2403.3 

1.0 



MIN, MAX 

20.4, 7919.1 

1.0,33.8 



5%, 95% 

390.5.5761.2 

1.0, 5.2 


# of BLQ/ALQ Values 

0/0 

39/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

3256.3, 2246.5 

3.0, 19 



SD, SE 

2553.08,361.06 

4.30,0.53 



MEDIAN 

2699.1 

1.2 



MIN, MAX 

26.8,12581.8 

1,0,27.1 



5%. 95% 

464.3, 7394.7 

1.0,113 



" P-value from Wileoxon rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BI.Q/ALQ values does not apply as the BT.Q/AT.Q values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438972 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Detween Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page !0i) of 264) 


Binmarker: Total Cotinine fnmol/D Analytical Lab: Harrogate -- 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

51) 

65 

<.0001 

MEAN, CEO MEAN 

18087.2. 11361.6 

17,3,10.1 



SD, SE 

16513.00,2335.29 

28.95, 3,59 



MEDIAN 

11468.1 

5.7 



MIN, MAX 

179.3.71564.6 

5.7,201.5 



5%, 95% 

1978.9.57394.7 

5.7,60.7 


ff of BLQ/ALQ Values 

0/0 

33/0 


Week 2 

N 

49 

65 

<.0001 

MEAN. GEO MEAN 

20683.9,13442.5 

19.4,10,8 



SD, SE 

19316.06,2759.44 

32.33.4.01 



MEDIAN 

15270.9 

6.8 



MIN, MAX 

161.7, 104270.7 

5.7.189.5 



5%. 95% 

2859.6,52339.4 

5.7,80.0 


H of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

46 

65 

<xm\ 

MEAN, GEO MEAN 

17347.0,12260.6 

14.3,9 1 



SD, SE 

11823.64.1743.30 

25.13. 3.12 



MEDIAN 

13638.4 

5.7 



MIN. MAX 

115.8.44940.9 

5.7, 191-8 



5%, 95% 

2216.1,38369.8 

5.7.35.2 


# Of BLQ/ALQ Values 

0/0 

39/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MFAN 

18479.7, 12749.4 

17.0,10.7 



SD, SE 

14488.77.2049.02 

24.40, 3.03 



MEDIAN 

15317.2 

6.8 



MIN, MAX 

152.3,71401.7 

5.7,153.6 



5%, 93% 

2634.7,41965.1 

5.7, 64.0 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject* then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.e.. ’<1.234’will be used as T.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biumarkers ofExpusure by Timepoinl and Overall 

(Page 101 of 264) 


Biomarker: Total Cotinine rtne/mLVcicarctte txrdav) 

Analytical Lab: Har 

Timeoorat 

Statistic 

Smokers 

Week 1 

N 

50 


MEAN, GEO MEAN 

208.8, 153.8 


SD, SE 

171.02,24.19 


MEDIAN 

142,9 


MIN. MAX 

10.5, 842.8 


5%. 95% 

56.1.573.2 


# of BLQ/ALQ Values 

WO 

Week 2 

N 

49 


MEAN, GEO MEAN 

268.7,191.1 


SD, SE 

242.85,34.69 


MEDIAN 

191.9 


MIN. M.AX 

9.5,1226.1 


5%. 95% 

57,9,918.7 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

244.5,172.2 


SD, SE 

22766,33.57 


MEDIAN 

160.0 


MIN, MAX 

6.8,1140.3 


5%, 95% 

61.5,824.2 


# of BLQ/ALQ Values 

0/0 

Overall’ 

N 

50 


MEAN, GEO MEAN 

239.5,179.8 


SD. SE 

188.32.26.63 


MEDIAN 

180.5 


MIN, MAX 

8.9,885.7 


5%, 95% 

58.7,647.5 


Non-Smokers 


P-value' 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by tic number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-vahie from Wilcoxon tank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’ will be used as ’1.234/1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btomarkeis of Exposure by Timcpoimand Overall 

(Page 102 of 2641 


Biomarker: Total Cotirtine (1'nmol/LVcigarette perday) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week I 

N 

50 


NA 

MEAN, GEO MEAN 

1184.7,872.8 




SD, SE 

970.51.137.25 




MEDIAN 

810.6 




MIN, MAX 

59.8,4782.9 




5%, 95% 

318.3,3252.9 



ff Of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

1524.6, 1084.6 




SD. SE 

1378.13, 196.88 




MEDIAN 

1088.8 




MIN, MAX 

53.9,6957.9 




5%, 95% 

328.4, 5213.5 



S ofBLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN. GEO MEAN 

1387.3, 977 3 




SD, SE 

129(97, 190.49 




MEDIAN 

907.7 




MIN, MAX 

38.6,6471.0 




5%, 95% 

349.2,4677.2 



# of BLQ/ALQ Values 

0/0 



Overall" 

N 

5n 


NA 

MEAN, GEO MEAN 

1359.4,1020.2 




SD, SE 

1068.71, 151.14 




MEDIAN 

1024.4 




MIN, MAX 

50.8,5026.3 




5%, 95% 

333.1,3674.8 




NOTE: Values listed were normalized by taking the original bit-marker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
" P-value from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., .234' will be used as "1.234*) far the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biumarkers of Exposure by Timcpoint and Overall 

(Page 103 of264) 


I 





Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

23SB.232, 1566.128 

5.178,2.339 



SD,SE 

17700820.250.3274 

13.2947, 1.6490 



MEDIAN 

2032229 

1.980 



MIN. MAX 

22.137, 6337.875 

0.530,88.160 



3%, 95% 

152.361. 5830265 

0.800,17.248 


# of BLQ/ALQ Values 

0/0 

43/0 


Week 2 

N 

49 

65 

<000! 

MbAN.UtQ MhAN 

2506.711, 1693.852 

8.023,2.287 



SD.SE 

1845.8417,263.6917 

42.9602,5.3286 



MEDIAN 

2099.049 

2.025 



MIN, MAX 

10.710. 9552.459 

0,625,348.555 



5%, 95% 

192.7S0, 5810.675 

0.815,7.128 


# of BLQ/ALQ Values 

0/0 

50/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

2737.439, 1824.195 

2.764, 2.222 



SD, SE 

1983.6441,292.4724 

2.6887.0.3335 



MEDIAN 

2327.148 

2,064 



MIN, MAX 

10.061, 7734.320 

0.750, 19.760 



5%, 95% 

288.769.7314.615 

0.990,7.224 


# of BLQ/ALQ Values 

0/0 

51/0 


Overall" 

N 

50 

65 

<0001 


MEAN, GEO MEAN 

2497.610,1731.917 

5.322,2.469 



SD.SE 

1659.2686.234.6560 

17.3113,2.1472 



MEDIAN 

2046.091 

2.143 



MIN. MAX 

14.303, 6909.321 

0.967,138.186 



5%, 95% 

172.571,5294.825 

1.057,11.448 



' P-value from Wilcoxon rank-sum test. 

' Overall values calculated by firs) averaging (he results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 'd ,234’ will be used as'] 234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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t • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-flour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 104 of 2M) 


Btomarkcr Total Nicotine (nmol/24hf) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

50 

65 

MEAN, GEO MEAN 

14723.452,9655.183 

31.925,14.418 


SD.SE 

10912.5555,1543.2684 

81.9620,10.166! 


MEDIAN 

12528.692 

12.207 


MIN, MAX 

136.475,39072.999 

3267, 543.506 


5%, 95% 

939.306.35943.584 

4.932, 106,334 

# of BLQ/ALQ Values 

(V0 

43/0 

We<>; 2 

N 

49 

65 

MEAN, GEO MEAN 

15453.873, 10442.598 

+9.460. 14.099 


SD.SE 

11379.6144, 1625.6592 

264.8496, 32.8505 


MEDIAN 

12940.537 

12.484 


MIN, MAX 

66.027,58890.910 

3.853,2148.842 


5%, 95% 

1188.489,35822.811 

5.024,43.944 

# of BLQ/ALQ Values 

0/0 

50/0 

Week 3 

N 

46 

65 

MEAN, GEO MEAN 

16876.314,11246.162 

17.039, 13.700 


SD, SE 

12229.1660.1803.0921 

16.5761.2.0560 


MEDIAN 

14346,868 

12.725 


MIN, MAX 

62.026,47682.083 

4.624,121.820 


5% 9554 

1780.261,45094.601 

6.103,44.536 

H of BLQ/ALQ Values 

0/0 

51/0 

Overall' 

N 

50 

65 

MEAN, GEO MEAN 

15397.769,10677.263 

32.808, 15.224 


SD, SE 

10229.3910,1446.6543 

106.7245, 13.2375 


MEDIAN 

12614.151 

13214 


MIN, MAX 

88.176.42595.964 

5.960, 85 ! 919 


5%, 95% 

1063.898, 32642.594 

6.514, 70.579 


P-value* 


<.0001 


<.0001 


<.0001 


<0001 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within » subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234’will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ vbIucs for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 105 of 264) 

Biomarker : Total Nicotine ((pg/24hr)/cigarette per day)_ Analytical Lab: Harrogate _ 

Timepoint Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

50 

NA 


MEAN, GEO MEAN 

158.841, 120.305 



SD, SE 

121.2265,17.1440 



MEDIAN 

141 516 



MIN. MAX 

7.379.621.350 



5%, 95% 

28.884.416.448 



# of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 

NA 


MEAN, GEO MEAN 

205.584, 136.663 



SD, SE 

277.5279, 39.6468 



MEDIAN 

139.937 



MIN, MAX 

3.570, 1882.398 



574.95% 

46.464,569.535 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

185.832, 145.413 



SD. SE 

113.3303,16.7096 



MEDIAN 

170.006 



MIN, MAX 

3.354,543.137 



5%, 95% 

41.253,411.403 



# of BLQ/ALQ Values 

0/0 


Overall 

N 

50 

NA 


MEAN, GEO MEAN 

180.458, 141.547 



SD, SE 

143.6449,20.3145 



MEDIAN 

143.212 



MIN. MAX 

4.768,921.368 



5%, 95% 

53.275, 367.479 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bionrarkcrs of Exposure by Timepoint and Overall 

(Page 106 of 264) 


Biomarker: Total Nicotine (('nnarl/24hrVcigarefle per day'] Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Srttokeis _ P-value" 




i 


Week 1 


week 2 


Week 3 


Overall' 


N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN. MAX 

eex ncfl/ 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 

9 of BLQ/ALQ Values 
N 

MEAN. GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

979.256,741.681 
747.3612, 105.6928 
872.44! 

45.492.3830.625 
178.070,2567.399 
0/0 

49 

1267.426,842.527 
1710.9592,244.4227 
862.709 

22.009,11604.981 
286.451.3511.183 
0/0 

46 

1145.652, 896.469 
698.6815. 103.0150 
1048.089 
20.675,3348.442 
254.323, 2536.296 
0/0 

50 

1112.524,872.634 
885.5711, 125.2387 
882.901 

29.392,5680.232 
328.440, 2265.5U9 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test 

' Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the B LQ/ALQ values were converted to the limit 
of the quantification (e.gV1,234’wili be used as ’1.234/1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Tabic 14.2.1-2 


Btomatker: Total Nicotine (ug/mg Creatinine) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 107 of 264) 

Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

2.020,1.298 

0.003, NA 



SD, SE 

1.7387,0-2459 

0.0076,0.0009 



MEDIAN 

1.727 

0.002 



MIN, MAX 

0.021,9.353 

0.000,0.044 



5%, 95% 

0.100,5.254 

0.000,0.011 


# of BLQ/ALQ Values 

0/0 

43/0 


Week 2 

N 

49 

65 

<.00Ol 

MEAN, GEO MEAN 

1.974, 1.307 

0.007. NA 



SD, SE 

1.6781.0.2397 

0.0411.0.0051 



MEDIAN 

1.686 

0.001 



MIN. MAX 

0.012, 7.495 

0.000,0.333 



5%, 95% 

0.144,6.431 

0-000.0.004 


# Of BLQ/ALQ values 

0/0 

50/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

2.100, 1.463 

0.002, NA 



SD, SE 

1.3912,0.2051 

0.0016,0.0002 



MEDIAN 

2.056 

0.002 



MIN, MAX 

0.009, 5.794 

0.000,0.011 



5%, 95% 

0.200,4.966 

0.000,0.004 


# Of BLQ/ALQ Values 

0/0 

51/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

2.027.1.398 

0.004, NA 



sd.sb 

1.4655, 0.2073 

0.0155,0.0019 



MEDIAN 

1.811 

0.002 



MIN, MAX 

0.014,6.341 

0,000,0.126 



5%. 95% 

0.156, 5.620 

0-000, 0.008 



* P-value from Wilcoxon rank-sum teat. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g-> ’<1.234' will be used as '1-234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


I 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkets of Exposure by Timepoin: and Overall 

(Page 108 of 264) 


Bi omarker Total Nicotine (nmol/mg Creatinine! Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

65 

<.0001 

MEAN. CEO MEAN 

12.456.8.001 

0.021. NA 



SD, SE 

10.7192, 1.5159 

0.0466,0.0058 



MEDIAN 

10 644 

0012 



MIN, MAX 

0.129,57.661 

0.000,0.271 



5%, 95% 

0,617,32.391 

0.000,0.068 


# of BLQ/ALQ Values 

0/0 

43/C 


Week 2 

N 

49 

65 

<0001 

MEAN. GEO MEAN 

12.170,8.060 

0.044, NA 



sd.se 

103455, 1.4779 

0.2535,0.0314 



MEDIAN 

10.394 

0.006 



MIN. MAX 

0.074,46.207 

0.000,2.053 



5%, 95% 

0.888,39.647 

0.000,0.025 


« of BLQ/ALQ Values 

0/0 

50/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

12.945, 9.019 

0.012, NA 



SD, SE 

8.5770, 1.2646 

0.0100,0.0012 



MEDIAN 

12.673 

0.012 



MIN, MAX 

0.055, 35.720 

0.000,0.068 



5%, 95% 

1.233, 30.615 

0.000,0.025 


It of BLQ/ALQ Values 

0/0 

51/0 


Overall* 

N 

SO 

65 

<0001 

MEAN. GEO MEAN 

12.496,8.617 

0.026,0.011 



SD, SE 

9.0349, 1.2777 

0.0960,0.0119 



MEDIAN 

11.165 

0.010 



MIN, MAX 

0.086, 39.094 

0.002,0.779 



5%, 95% 

0.960, 34.649 

0.O02,0.049 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<I.234’wil! be used as ’1.2547 for the averages across visils within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 109 of264) 


Biomatker: Total Nicotine <( tig/mg CrealinineVcigarette per day) 


Analytical Lab: Harrogate 


Timepoint 

Slatistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

50 


NA 

MEAN, GEO MEAN 

0.154,0.100 




SD.SE 

0.2594,0.0367 




MEDIAN 

0.095 




MIN. MAX 

0.007, 1.871 




5%, 95% 

0.028,0.288 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

0.202,0.105 




SD.SE 

0.5228,0.0747 




MEDIAN 

0.107 




MIN, MAX 

0.004,3.726 




5%, 95% 

0.033.0.375 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN. GEO MEAN 

0.149,0.117 




SD.SE 

0.1015, 0.0150 




MEDIAN 

0.125 




MIN, MAX 

0.003, 0.484 




5%, 95% 

0.029,0.393 



It of BLQ/ALQ Values 

0/0 



Overall’ 

N 

50 


NA 

MEAN, GEO MEAN 

0.168,0.1 IS 




SD, SE 

0.2771,0.0392 




MEDIAN 

0.110 




MIN, MAX 

0.005.2.014 




5%, 95% 

0.036,0.296 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e g,, '<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 110 of264) 


Biomarker: Total Nicotine ((nroof/mfi Creatinineycigarette per day) 


Analytical bfe Harrogate 


Timeooint 

Statistic 

Smokers 

Non-Smokere 

P-va!ue’ 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

0.950,0.615 




SD, SE 

1.5985,0.2261 




MEDIAN 

0.583 




MIN, MAX 

0.043, 11.532 




5%. 95% 

0.175,1.776 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

1.245.0.650 




SD, SE 

3.2226,0.4604 




MEDIAN 

0.662 




MIN, MAX 

0.025,22.968 




5%, 95% 

0.205,2.310 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

0.921, 0.719 




SD, SE 

0.6259. 0.0923 




MEDIAN 

0.767 




MFN, MAX 

0.018,2.983 




5%, 95% 

0.175,2.422 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

50 


NA 

MEAN, GEO MEAN 

1.035,0.705 




SD, SF. 

1.7079, 0.2415 




MEDIAN 

0.682 




MIN. MAX 

0.029, 12.412 




5%, 95% 

0.220,1.824 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 
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Table 14.2.1*2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 111 of264) 


Biomarkcr: Total Nicotine (ng/mL) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week ] 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1612.6, 916.5 

2.4,1,4 



SD.SE 

1653.11,233.78 

4.50,0.56 



MEDIAN 

1000.4 

1.0 



MIN, MAX 

15.7.8096.4 

1.0,23.2 



5%, 95% 

88.4.5070.3 

1.0,8.8 


(/of BLQ/ALQ Values 

0/0 

43/0 


Week 2 

N 

49 

65 

<-.0001 

MEAN, GEO MEAN 

1794.7,1094,9 

3,3, 1.3 



SD, SE 

1855.53,265.08 

15.04, 1.87 



MEDIAN 

1304.2 

1.0 



MIN, MAX 

11.9.10733.1 

1.0,122.3 



5%. 95% 

151.2,5120.6 

1.0,5.! 


# Of BLQ/ALQ Values 

0/0 

50/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

1611.1, 1068.8 

1.5, 1.2 



SD, SE 

1234.16,181.97 

1.87,0.23 



MEDIAN 

1301.9 

1.0 



MIN, MAX 

9.6.4831.6 

1.0,15.2 



5%, 95% 

253.9,3911.0 

1.0,2.1 


# of BLQ/ALQ Values 

0/0 

51/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1646.9, 1057.4 

2.4, 1.4 



SD.SE 

1449.86,205.04 

6.13,0.76 



MEDIAN 

1216.9 

1.0 



MIN, MAX 

12.4,7887.0 

1 . 0 , 48.6 



5%, 95% 

163.9, 3865.6 

1.0,4.5 



* P-value from Wilcox on rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RT.Q/AT Q values does not apply as the Rr.Q/Al.Q values were converted to the limit 
of the quantification (e.g,, ’<1,234’will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Snookers and Non-Smokers of 24-Hour Urine Bioniarkers of Exposure by Timepoint and Overall 

(Page 112 of264) 


Biomarker: Toial Nicotine (nmol/L) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

50 

65 

MEAN, GEO MEAN 

9941.7,5650.1 

15.0, 8.9 


SD, SE 

10191.41.1441.28 

27.75. 3.44 


MEDIAN 

6167.2 

6.2 


MIN. MAX 

96.8,49914.3 

6.2.143.0 


5%, 95% 

545.0, 31258.4 

6.2,54.3 

# of BLQ/ALQ Values 

0/0 

43/0 

week 2 

N 

49 

65 

MEAN, GEO MEAN 

11064,6,6750.1 

20.6, 8.3 


SD, SE 

11439.34, 1634.19 

92.70, 11.50 


MEDIAN 

8040.4 

62 


MIN, MAX 

73.4,66169.6 

62,754.0 


5%, 95% 

932.1, 31568.5 

6.2,31.4 

# of BLQ/ALQ Values 

0/0 

50/0 

Week 3 

N 

46 

65 

MEAN, CEO MEAN 

9932.6, 6589.5 

9.0, 7.4 


SD. SE 

7608.62, 1121.83 

11.51, 1.43 


MEDIAN 

8025.9 

6.2 


MIN, MAX 

59.2, 29786.8 

6.2, 93.7 


5%, 95% 

1565.3, 24111.3 

6.2, 12.9 

# of BLQ/ALQ Values 

0/0 

51/0 

Overall* 

N 

50 

65 

MEAN. GEO MEAN 

10152.9,6518.8 

14,8,8.7 


SD, SB 

8938.40. 1264.08 

37.79,4.69 


MEDIAN 

7502.2 

6.2 


MIN, MAX 

76.5,48623.6 

6.2,299.8 


5%, 95% 

1010.2, 23831.4 

6.2,28.0 


P-value 3 


<0001 


<.0001 


<•0001 


<.0001 


3 P-valuc from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24- Hour Urine Bio markers of Exposure by Timepoint and Overall 

(Page 113 of 264) 


Biomarker: Total Nicotine ((ng/tnLycigarette per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value 1 


Week 1 


Week 2 


Week 3 


Overall* 


N 

50 

MEAN, GEO MEAN 

104,0,70.4 

SD.SE 

96.79, 13.69 

MEDIAN 

75.1 

MIN. MAX 

5.2.468.8 

5%, 95% 

19.4, 323.6 

# Of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

141.4,88.3 

SD.SE 

190.40, 27.20 

MEDIAN 

83.4 

MIN, MAX 

4.0,1214.5 

5%, 95% 

24.4,403.2 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

119.8, 85.2 

SD.SE 

99.86. 14.72 

MEDIAN 

87.0 

MIN, MAX 

3.2, 464.9 

5%, 95% 

22.4, 322.1 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

119.8,85.9 

SD, SB 

114.41,16.18 

MEDIAN 

80.5 

MIN. MAX 

4.1,667.7 

5%, 95% 

28.7,325.3 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as ’1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Tt'mepoint and Overall 

(Page 114 of264) 


Btomarken Total Nicotine ((nrool/L)/cigarette per day) _ Analytical Lab: Harrogate _____ 

Tunepoim _ Statistic _ Smokers _ Non-Smokers ____ P-value* 


Week 1 


Week 2 


Week 3 


Overall - * 


N 

50 

MEAN, GEO MEAN 

641.2,434.0 

SD, SE 

596.70, S4.39 

MEDIAN 

4630 

MIN, MAX 

32.3,2889.8 

5%, 95% 

119.9. 1995.1 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

871.9, 544.6 

SD, SE 

1173.74,167.68 

MEDIAN 

514.2 

MIN. MAX 

24.5,7487.1 

5%, 95% 

150.5,2485.9 

#of BLQ/ALQ values 

0/0 

N 

46 

MEAN, GEO MEAN 

738.5. 525.3 

SD, SE 

615.68,90.78 

MEDIAN 

535.8 

MIN, MAX 

19.7, 2866.2 

5%, 95% 

137.9, 1985.8 

U of BLQ/ALQ Values 

0/0 

N 

50 

MEAN. GEO MEAN 

738.5, 529.5 

SD, SE 

705.29,99.74 

MEDIAN 

496.1 

MIN, MAX 

25.5,4116.1 

5%, 93% 

176.9,2005.1 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 115 of 264) 


Biomaiter: Trans-3-hydroxycotinine (ug/24hr) 

Analytical Lab: Harranate 




Timepoint 

Sialistic 

Smokers 

Non-Smokers 


P-value* 

Week 1 

N 

50 

65 


<.0001 

MEAN. GEO MEAN 

5745.431,3951.124 

6.964,3.581 




SD, SE 

4337.8610,613.4662 

11.5984. 1,4386 




MEDIAN 

5379.732 

2.800 




MIN, MAX 

42 441,20367.215 

0.855,67.936 




5%, 95% 

645.000, 15778.245 

1.030,30.820 



# oTBEQ/ALQ Values 

0/0 

22/0 



Week 2 

N 

49 

65 


<.0001 

MEAN, GEO MEAN 

6615.884,4719.000 

9.250.4.155 




SD, SE 

426.3.6442, 609.0920 

20.6533,2 5617 




MEDIAN 

6368.085 

2.910 




MIN. MAX 

24.210,18154.368 

0.750, 152.550 




5%, 95% 

722.866, 15032.830 

1.023,31.960 



H or BLQ/ALQ Values 

0/0 

17/U 



Week 3 

N 

46 

65 


<.0001 

MEAN. GEO MEAN 

6170.891,4344.157 

6.512, 3.646 




SD, SE 

4218.9830,622.0551 

11.2227.1.3920 




MEDIAN 

5068.953 

2.890 




MIN, MAX 

21.379,15121.480 

0.990,72.800 




5%, ys% 

976.686,14222.565 

1.300,31.610 



# of BLQ/ALQ Values 

0/0 

30/0 



Overall" 

N 

50 

65 


<0001 

MEAN, GEO MEAN 

6093.854, 4444.837 

7.576,4.132 




SD, SE 

3968.4962,561.2301 

12.7435, 1.5806 




MEDIAN 

5310,133 

3.182 




MIN, MAX 

29.343,17222.174 

1.038,76.940 




5%, 93% 

696.229, 12433.240 

1.303,33.167 




4 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-ITour Urine Bromarkers of Exposure by Timepcint and Overall 

(Page 116 of 264) 

Biomarker: Trans-3-hvdroxycotimne fnmol24hr ) Analytical Lab: Harrogate ___ ____ _____ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week I 

N 

50 

65 

<0001 


MEAN. GEO MEAN 

29893.480, 20557.701 

36.235, 18.631 



SD.SE 

22569.8906,3191.8645 

60.3466, 7.4851 



MEDIAN 

27990.743 

14568 



MIN. MAX 

220.821.105970.620 

4,449,353.471 



5%, 95% 

3355.935,82094.209 

5.359, 160-356 



ft of BLQ/ALQ Values 

0/0 

22/0 


Week 2 

N 

49 

65 

<000! 


MEAN, GEO MEAN 

34422.443.24552.957 

48.129, 21.619 



SD.SE 

22183.7406, 3169.1058 

107 4591, 13.3287 



MEDIAN 

33133.146 

15.141 



MIN, MAX 

125.965,94457.177 

3.902,793.718 



5%, 95% 

3761.072,78215.814 

5.323, 166.288 



# of BLQ/ALQ Values 

0/0 

17/0 


Week 3 

N 

46 

65 

<-0001 


MEAN, GEO MEAN 

32107.148, 22602.652 

33.883. 18.972 



SD.SE 

21951.3688. 3236.5528 

58.3918. 7.2426 



MEDIAN 

26373.760 

15.037 



MIN. MAX 

111.235.78677,060 

5.151.378.778 



5%. 95% 

5081.697, 74000.006 

6.764, 164.467 



It of BLQ/ALQ Values 

0/0 

30/0 


Overall* 

N 

50 

65 

<0001 


MEAN, CiEQ MEAN 

31706.321,23126.495 

39.416,21.501 



SD.SE 

20648.0857,2920.0803 

66.3047,8.2241 



MEDIAN 

27628.619 

16.556 



MIN, MAX 

152.674, 89606.973 

5.402.400.319 



5%, 95% 

3622.478, 64690.148 

6.778, 172.370 



1 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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L 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoinl and Overall 

(Page 117 of 264) 


Biomarker. Trans-3-hydro;tycotinine (fug/24hr')/cicarene per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-vatue’ 


Week 1 


Week 2 


Week 3 


Overall* 


N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

385.100.303.513 
264.5916, 37.7017 
325.512 

14.147, 1577.825 
71.775, 899.285 
0/0 

49 

506.178, 380.737 
418.8634.59.8376 
400.405 
8.070,2529.445 
164.300,1157.695 
0/0 

46 

436.853. 346.287 
270.9947, 39.9560 
371.128 
7.125,1230.107 
159.486, 1036.347 
0/0 

50 

442.816,355.555 

277.0733,39.1841 

377.916 

9.781, 1385.359 
148.070, 1006.597 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234j for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

{Page 118 of 264) 


Biomarker: Trans-3-hydroxycotinine ((nmo!/24hr)/cifiarette per day) _ Analytical Lab: Harrogate _ 

Timcpoint _ Statistic _ Smokers _ Non-Smokers 


P-valuc" 


Week l 

N 

50 


MEAN, GEO MEAN 

2003.674, 1579.178 


SD.SE 

1387.0757, 196.1621 


MEDTAN 

1693.636 


MIN, MAX 

73.607, 8209,421 


5%, 95% 

373.446.4678.980 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

2633.642, 1980.976 


SO, SE 

2179 3464,311 3352 


MEDIAN 

2083.307 


MIN, MAX 

41.988,13160.703 


5%, 95% 

854,853,6023.487 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

2272.944,1801.733 


SD.SE 

1409.9852,207.8910 


MEDIAN 

1930.976 


MIN, MAX 

37.078.6400.244 


5%, 95% 

829.805,5392.114 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

50 


MEAN. GEO MEAN 

2303.971,1849.953 


SD. SE 

1441.6122,203.8748 


MEDIAN 

1966-297 


MIN, MAX 

5U.891,7208.023 


5%, 95% 

770.409,5237.322 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-valtie from Wilcoxon rank-sum test. 

’ Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
Covance CRU Study No. 


Table [4.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers gf 24-Hour Urine Bio marker* of Exposure by Time point and Overall 

(Page 119 of264) 


Biomarker: Trans-J-bvdroxvcotinine fuc/me Creatinine) 

Analytical Lab: Hanocate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

week l 

N 

50 

65 

MEAN, GEO MEAN 

4.766,3.274 

0,005, NA 


SD.SE 

3.4639, 0.4899 

0.0080,0.0010 


MEDIAN 

4.258 

0.002 


MIN. MAX 

0.040. 14.351 

0.000. 0.042 


5%, 95% 

0.300, 12.478 

0.001.0.019 

# Of BLQ/ALQ Values 

0/0 

22/0 

Week 2 

N 

49 

65 

MEAN, GEO MEAN 

J. 168, 3.642 

0.006, HA 


SD.SE 

3.6621,0.5232 

0.0123, 0.0015 


MEDIAN 

4.126 

0.002 


MIN, MAX 

0.027,15.297 

0.000,0.079 


5%, 95% 

0.400,12.899 

0.001,0.019 

# of BLQ/ALQ Values 

0/0 

17/0 

Week 3 

N 

46 

65 

MEAN, GEO MEAN 

5.034,3.484 

0.004, 0.003 


SD.SE 

3.6689.0.5410 

0.0062, 0.0008 


MEDIAN 

3.689 

0.002 


MIN. MAX 

0.019,15.542 

0.001,0.041 


5%, 95% 

0.770,11.642 

0.001,0.017 

# of BLQ/ALQ Values 

0/0 

30/0 

Overall* 

N 

50 

65 

MEAN, GEO MEAN 

4.971,3.566 

0.005.0.003 


SD, SE 

3.4521,0.4882 

0.0075,0.0009 


MEDIAN 

4.113 

0.002 


MIN. MAX 

0.029,14.264 

0.001,0.037 


5%, 95% 

0.497, 12.705 

0.001,0.019 


P-value* 


<.0001 


<.0001 


<0001 


<0001 


" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RI.Q/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as r lri234‘> for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint ami Overall 

(Page 120 of 264) 


Timepoinl 

Statistic 

Smokers 

Non-Smokers 

P-value* 

1 Week 1 

N 

50 

65 

<.0001 

f 

MEAN, GEO MEAN 

24.797,17.032 

0.026, NA 



SD, SE 

18.0226,2.5488 

0.0418,0.0052 



MEDIAN 

22.155 

0010 



MIN, MAX 

0.208.74.668 

0.000.0.219 



5%. 95% 

1.561.64.923 

0.005,0.099 



# of BLQ/ALQ Values 

0/0 

22/0 


Week 2 

N 

49 

65 

<.0001 


MEAN, GEO MEAN 

26.891,18.948 

0.032, NA 



SD, SE 

19.0536,2.7219 

0.0640,0.0079 



MEDIAN 

21.468 

0.010 



MIN, MAX 

0.140, 79.590 

0 000,041! 



5%, 95% 

2.081,57.113 

0.005,0.099 



# of BLQ/ALQ Values 

0/0 

17/0 


Wcck3 

N 

46 

65 

<.0001 


MEAN, GEO MEAN 

26.191,18.128 

0.022,0.013 



SD, SE 

19.0893,2.8146 

0.0325. 0.0040 



MEDIAN 

19.194 

0.010 



MIN, MAX 

0.099, 80.865 

0.005,0.213 



5%, 95% 

4.006,60.573 

0.005,0.088 



4 of BLQ/ALQ Values 

0/0 

30/0 


Overall* 

N 

50 

65 

<0001 


MEAN, GEO MEAN 

25.862,18,548 

0.027,0.015 



SD, SE 

17.9615,2.5401 

0.0389,0.0048 



MEDIAN 

21.398 

0.012 



MIN. MAX 

0.149,74.215 

0.003.0.194 



5%, 95% 

2.586,66.106 

0.005,0.099 



* P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects Count of B1,Q/AT„Q values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., T < 1.234’ will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Takle 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 121 of264) 


Biomaiker: Trans^-hydfoxycotminetCu^mfiCreatimiieVcigarcttcpcrday) Analytical Lab: Harrogate _ 

Time point _ Statistic __ Smokers . . . Non-Smokers ____ P-value 1 


Week 1 

N 

50 


MEAN. GEO MEAN 

0.340,0.251 


SD, SE 

0.3073.0.0435 


MEDIAN 

0.256 


MIN. MAX 

0.013,1.777 


5%, 95% 

0.060.0.957 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN. GEO MEAN 

0.450.0.204 


SD, SE 

07038,0.1005 


MEDIAN 

0.286 


MIN. MAX 

0.009.5.006 


5%, 95% 

0.094,0.914 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN. GEO MEAN 

0.376.0.277 


SD, SE 

0.3241.0.0478 


MEDIAN 

0.279 


MIN. MAX 

0.006,1.768 


5%, 95% 

0.KI7,0.928 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

50 


MEAN. GEO MEAN 

0.391.0.285 


SD, SE 

0.4161.0.0588 


MEDIAN 

0.312 


MIN, MAX 

0.009,2.850 


5%, 93% 

0.116,1.063 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234' will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bio markers of Exposure by Timepoint and Overall 

(Page 122 of264) 


Bioroarker: Trans-3-hvdroxvcotinirce ((nmol/mg CicatinincVciaarcttc per day) Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers ___ P-value* 


Week 1 


Week 2 


Week 3 


Overall 


N 

50 

MEAN. CiEO MEAN 

1.771, 1.308 

SD.SE 

1.5987,0.2261 

MEDIAN 

1.384 

MIN, MAX 

0.069,9.247 

5%, 95% 

0.310,4.979 

If of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

2.342,1.529 

SD.SE 

3.6619,0.5231 

MEDIAN 

1.485 

MIN, MAX 

0.047,26.046 

5%, 95% 

0.487.4.754 

U of BLQ/ALQ Values 

0/(1 

N 

46 

MEAN, GEO MEAN 

1.955,1.445 

SD, SR 

1.6865.0.2487 

MEDIAN 

1.452 

MIN, MAX 

0.033,9.197 

5%, 95% 

0.558,4.830 

H of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MF.AN 

2.034,1.486 

SD.SE 

2.1649,0.3062 

MEDIAN 

1.622 

MIN, MAX 

0.050,14.830 

5%, 95% 

0.603,5.530 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted lo the limit 
of the quantification (e.g., ’<1,234* will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Covance CRU Study No. 12226-8450 



Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoinr and Overall 

(Page 123 of264) 


j 


Biomarker Traiis-3-hvdraxYCOtimne (ng/mU 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokera 

P-value a 

Week I 

N 

so 

65 

<0001 

MEAN, GEO MEAN 

3549.7,2312.1 

4.4,2.2 



SD, SE 

3173.27,448.77 

9.97,1.24 



MEDIAN 

3! 10.5 

1.4 



MIN, MAX 

30.1.17333.8 

1.0. 77.2 



5%, 95% 

422.2,9882.6 

1.0. 16.4 


# of BLQ/ALQ Values 

0/0 

22/0 


Week 2 

N 

49 

65 

<001)1 

MEAN, GEO MEAN 

4688.4,3050.3 

6.2,2.4 



SD, SE 

3986,05,569,44 

17.70.2.19 



MEDIAN 

3435.7 

1.7 



MIN, MAX 

26,9,18865.3 

1.0,135.0 



5%, 95% 

692.4, (3308.1 

1.0,21.4 


4 of BLQ/ALQ Values 

0/0 

17/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

3636.9, 2545.4 

3.6,2.0 



SD, SE 

2820.50,415.86 

7.31,0.91 



MEDIAN 

3045-4 

1.3 



MIN, MAX 

20.4,15599.2 

1.0, 56.0 



5%, 95% 

525.1,8394.0 

1.0, 10.9 


tt of BLQ/ALQ Values 

0/0 

30/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

3928.4,2775.7 

4.7.2.4 



SD. SE 

2928.37,414.13 

9.29.1.15 



MEDIAN 

3463.0 

1.8 



MIN, MAX 

25.8,13970.9 

1.0, 52.6 



5%, 95% 

601.4,8965.5 

1.0,14.3 



* P-value from Wilcoxon rank-sum test- 

f Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will he used as ’1.234*1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 124 of264) 


Biomarker Trans-3 
Timeooint 

-hydroxycotinine (nmol/Ll 

Analytical Lab: Harrogate 


Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

50 

65 

MEAN, GEO MEAN 

18469.2, 12030.0 

23.1,11.4 


SD, SE 

16510.52, 2334.94 

51.89, 6.44 


MEDIAN 

16183.9 

7.3 


MIN. MAX 

156.6.90187.8 

5.2.401.7 


5%, 95% 

2196.7,51419.2 

5.2,85.3 

# of BLQ/ALQ Values 

0/0 

22/0 

Week 2 

N 

49 

55 

MEAN, GEO MEAN 

24393.8, 15870.9 

32.3,12.6 


SD, SE 

20739.45,2962.78 

92,07,11.42 


MEDIAN 

17875.9 

8.8 


MIN, MAX 

140.0,98156.2 

5.2, 702.4 


5%, 95% 

3602.6.69242.0 

5.2.111.3 

# of BLQ/ALQ Values 

0/0 

17/0 

Week 3 

N 

46 

65 

MEAN, GEO MEAN 

18922.7,13243.4 

18.5.10.2 


SD, SE 

14675.07,2163.72 

38.06, 4.72 


MEDIAN 

15845.0 

6.8 


MIN. MAX 

106.1,81162.6 

5.2,291.4 


5%, 95% 

2732.1,43674.0 

5.2,56.7 

9 of BLQ/ALQ Values 

0/0 

30/0 

Overall* 

N 

50 

65 

MEAN, GEO MEAN 

20439.3,14441.8 

24.7,12.6 


SD, SE 

15236.32,2154.74 

48.35, 6.00 


MEDIAN 

18017.8 

9.3 


MIN. MAX 

134.2.72690.6 

5.2,273.7 


5%, 95% 

3129.3, 46647.3 

5.2,74.6 


P-value* 


<.0001 


<,0001 


<.(1001 


<.0001 


* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’< 1 .234'will be used as '1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaikere of Exposure by Timcpoint and Overall 

(Page !25 of 264) 


I 


Biomarker: Trans-3-hydroxycotinire ((ng/mU/cigarette per day) _ Analytical Lab: Harrogate ___________ 

Time point _ Statistic _ Smokers _ Non-Smokers _P-value* 


Week I 


Week 2 


Week 3 


Overall’ 


N 

50 

MEAN, GEO MEAN 

237.0, 177.6 

SD.SE 

172.16.2435 

MEDIAN 

195.5 

MIN, MAX 

10.0,648.2 

5%. 95% 

47.8.607 6 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

356.4, 246.1 

SD.SE 

330.14,47.16 

MFOIAN 

271 8 

MIN, MAX 

9.0, 1631.9 

5%, 95% 

82.2.942.6 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN. GEO MEAN 

291.2,202.9 

SD, SF. 

303.79. 44.79 

MEDIAN 

197.5 

MTN, MAX 

6.8, 1850.6 

5%, 95% 

65.3,820.7 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

297.1.220.8 

SD.SE 

239.90,33.93 

MEDIAN 

224.3 

MIN, MAX 

8.6, 1263.3 

5%, 95% 

78.0, 801.2 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wilcoxon rank-sum test. 

4 Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


I 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Won-Smohcta of 24-1 Jour Urine Biot narkerc. of Exposure by Trinepoint and Overall 

(Page 126 of 264) 


Biamarlter Ttaits-3-hydnjxycolinine ((nmol/Lydgarette per day) 
iimepoint Statistic 


Analytical Lab: Harrogate 
Smokers 


Non-Smokers 


P-value‘ 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

50 

MEAN, GEO MEAN 

1232.9,924.1 

SD, SR 

895.77, 126.68 

MEDIAN 

1017.1 

MIN, MAX 

52.2.3372.8 

5%, 95% 

248.6,3161.5 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

1854.4, 1280.5 

SD, SE 

1717.72, 245.39 

MEDIAN 

1414.4 

MIN, MAX 

46.7,8490.8 

5%, 95% 

427.4, 4904.3 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

1515.2. 1055.7 

SD, SE 

1580 61,233.05 

MED/AN 

1027.4 

MIN, MAX 

35.4,9628.8 

5%, 95% 

339.8, 4269.9 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

1545.7, 1148.6 

SD, SE 

1248.24,176.53 

MEDIAN 

1167.1 

MIN, MAX 

44.8,6573.1 

5%, 95% 

405.8,4168.4 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week 
P-value from Wilcoxon rank-sum test. 


Overall values calculatedby first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values 
ot the quantification (e.g., ’< 1.234’ will be used as 1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


were converted to the limit 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomyrfcere of Exposure by Timepoint and Overall 

{Page 127 of 264) 


Biomarker: Trans-3-hydroxvcotimne-O-Rlucuronide (nmol/24hr) Analytical lab: Harrogate 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 N 

49 

53 

<■0001 

MEAN, GEO MEAN 

11096.179,6918.753 

9.268, NA 


SD, SE 

10472.8752, 1496.1250 

17.2617,2.3711 


MEDIAN 

8366.015 

2.106 


MIN, MAX 

197.400,56537.828 

0.000, 86 504 


5%, 95% 

757.770,26230.442 

0.000, 52.260 


# oT BLQ/ALQ Values 

0/0 

22/0 


Week 2 N 

49 

59 

C.0U01 

MEAN, GEO MEAN 

10165.213,7180.455 

13,668, NA 


SD, SE 

7498.0883,1071.1555 

30.4127.3.9594 


MEDIAN 

8992.596 

1.575 


MIN, MAX 

126.000,388! 1.750 

0.000,202.270 


5%. 95% 

622.537, 24231.808 

0.000,62.122 


# of BLQ/ALQ Values 

0/0 

17/0 


Week 3 N 

45 

61 

<;.0001 

MEAN, GEO MEAN 

12310.192,8164.712 

8.349, NA 


SD, SF. 

11374,8476,1695.6622 

18.7129,2 3959 


MEDIAN 

8468,655 

1.050 


MIN, MAX 

160.868, 64170.700 

0.000, 88,660 


5%, 95% 

1725.522,31402.440 

0.000,42,273 


# of BLQ/ALQ Values 

0/0 

30/0 


Overfill' N 

50 

64 

<.0001 

MEAN. GEO MEAN 

10913.713,7675.781 

10.045, NA 


SD, SE 

8872.2538. 1254.7262 

19.3895. 2.4237 


MEDIAN 

9018.318 

2.457 


MIN, MAX 

161.423,49042.882 

0.000,104,787 


5%, 95% 

828268,27010.976 

0.000,49.847 



“ P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count o f BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. VI .234’ will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14 2.1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 128 of 264) 

Biomarker Trans-3-hvdroxvcotinine-O-elttcuronide ((nmoI/24hrVcigarette per day) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5% 95% 

# of BLQ/ALQ Values 

49 

695.999,530.594 
448.5707,64.0815 
671.090 

43.617. 1884.594 
65.800, 1670.809 

0/0 


NA 

week- 2 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

49 

793.931,579.332 
811.6069, 115.9438 
626 919 

34.585,5423 915 
175.088, 1661.556 
0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

* of BLQ/ALQ values 

45 

828.559,637.667 
590.4088. 88.0129 
673.095 

35.637,3329.928 
236.928, 1723,842 
0/0 


NA 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

50 

769.302.619.089 
518.4089, 73.3141 
707.376 

37.946, .3355.093 
230.597. 1545.608 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week 
a P-value from Wilcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234’will be used as '1.234*1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 120 of 264) 


Bioroarker. Trflii8-3-hydroxycotimne-0-glucuronide (nmol/mg Creatinine) 


Analytical Lab: Harrogate 


Timepoint 


Statistic 


Smokers 


Non-Smokers 


P-value* 


Week 1 

N 

49 

53 


MEAN, GEO MEAN 

8,953, 5.755 

0.006, NA 


SD.SE 

7.5799, 1.0971 

0.0114,0.0016 


MEDIAN 

6754 

0.002 


MIN. MAX 

0.182, 37.904 

0.000,0053 


5%, 95% 

0.365, 24.215 

0.000, 0.034 


* of BLQ/ALQ Values 

0/0 

2210 

Week 2 

N 

49 

59 


MEAN, GEO MEAN 

8.344, 5.542 

0.009, NA 


SD.SE 

7.7423, 1.1060 

0.0188, 0.0024 


MEDIAN 

5.726 

0.001 


MIN, MAX 

0.141.37.773 

0.000,0.105 


5%, 95% 

0.539, 24.592 

0.000,0.053 


# of BLQ/ALQ Values 

0/0 

17/0 

Week 3 

N 

45 

61 


MEAN. GEO MEAN 

10.066, 6.491 

0.005, NA 


SD, SE 

9.7261.1.4499 

0.0101,0.0013 


MEDIAN 

6.677 

0.001 


MIN, MAX 

0.141.41.198 

0.000,0.050 


5%, 95% 

1.718, 30.778 

0.000,0.030 


# of BLQ/ALQ Values 

0/0 

30/0 

Overall 

N 

50 

64 


MEAN. GEO MEAN 

9.000.6.118 

0.006. NA 


SD, SE 

7.9341,1.1220 

0.0116,0.0014 


MEDIAN 

6.640 

0.002 


MIN. MAX 

0.156, 38.958 

U.OUO, 0.052 


5%, 95% 

0.813,26.074 

0.000,0.036 


<.0001 


<.0001 


<.0001 


<0001 


* P- value from Wileexon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as ’1.234) for the averages across visits within * subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14-2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 130 of 264) 


Biomarker: Tr ans-3-hydroxycotmirte-O-glucuronide (( nmol/ mg CreatinineyciRaretle per day - ) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers P-value* 


Week 1 

N 

49 

j 

MEAN, GEO MEAN 

0.1518,0.441 


SD.SE 

0.6338,0.0905 


MEDIAN 

0.507 


MIN. MAX 

0.020.3.948 


5%, 95% 

0.091.1.523 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

0.755. 0.447 


SD.SE 

1.5032,0.2147 


MEDIAN 

0.437 


MIN. MAX 

0.018, 10.734 


5%, 95% 

0.135, 1.381 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

45 


MEAN, GEO MEAN 

0.722, 0.507 


SD.SE 

0,8347. 0.1244 


MEDIAN 

0.560 


MIN, MAX 

0.020, 5.679 


5%, 95% 

0.217,1.231 


# of BLQ/ALQ Values 

0/0 

Overall’ 

N 

50 

! 

MEAN, GEO MEAN 

0.700, 0.494 


SD,SE 

0.9391,0.1328 


MEDIAN 

0.514 


MIN, MAX 

0.019, 6.787 


5%, 95% 

0.177,1.316 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wrlcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


I 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaikers of Exposure by Timepoim and Overall 

(Page 131 of 264) 

B iomaiker: Trans -3-hydroxy cotini ne-0 -glucuronide (nmoI/L) Arutlyt i cal Lab: H arrogate 

Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-value 1 

Week 1 

N 

49 


53 

<0001 

MEAN, GEO MEAN 

6895.8,4024.9 


6.0, NA 



SD, SE 

7654.61, 1093.52 


14.26, 1.96 



MEDIAN 

5136.9 


2.1 



MIN, MAX 

79.6,48117.3 


0 0,98 3 



5%, 95% 

649.9,16292.2 


0.0,21.9 


# of BLQ/ALQ Values 

0/0 


22/0 


Week 2 

N 

49 


59 

<0001 

MEAN, GEO MEAN 

6711.8,4641.4 


8.8, NA 



SD, SE 

5108.69, 729.81 


25.07.3.26 



MEDIAN 

5545.9 


1.6 



MIN. MAX 

140.0.23215.8 


0.0.179.0 



5%, 95% 

596.3,15749.0 


0.0,38.0 


# of BLQ/ALQ Values 

0/0 


17/0 


Week 3 

N 

45 


61 

<•0001 

MEAN, GEO MEAN 

7528.7, 4762.9 


4.5, NA 



SD, SE 

8062.18, 1201.84 


10.35,1.33 



MEDIAN 

5225.9 


0.5 



MIN, MAX 

153.5,40612.0 


0.0, 68.2 



5%. 95% 

927.7,29168.5 


0.0, 24.5 


# of BLQ/ALQ Values 

0/0 


30/0 


Overall’ 

N 

50 


64 

<.0001 

MEAN, GEO MEAN 

5902.1,4770.7 


6.4, NA 



SD. SE 

5566.90.787.28 


14.10, 1.76 



MEDIAN 

5704.9 


1.7 



MIN. MAX 

144.5,25999.9 


0.0,83.3 



5%. 95% 

640.7,19989.6 


0.0,22.2 



1 P-value from Wrlcoxon rank-sum lest. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted lo the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 132 of 264) 


Bio marker: Trans-3--h ydro xycotinine-Q-glucurcnide ((nmol'LVcigarcttc per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Overall* 


N 

49 

MEAN, GEO MEAN 

433.3, 308.7 

SD, SE 

348.28, 49.75 

MEDIAN 

366 9 

MIN. MAX 

39.8. 1603.9 

5%. 95% 

58 I, 1099.4 

# of BLQ/ALQ Values 

ora 

N 

49 

MEAN, GEO MEAN 

538.1. 374.5 

SD, SE 

578.57, 82.65 

MEDIAN 

388.1 

MIN, MAX 

33.1,3499.3 

5%, 95% 

76.7, 1620.3 

# of BLQ/ALQ Values 

0/0 

N 

45 

MEAN, GEO MEAN 

595.7,372.0 

SD, SE 

899.83,134.14 

MEDIAN 

367.3 

MIN, MAX 

15.5.5946.3 

5%, 95% 

125.4, 1673.6 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

520.2.382.8 

SD, SE 

502.97,71.13 

MEDIAN 

397.4 

MIN, MAX 

35.6,3376.2 

5%, 95% 

133.6, 1077.6 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biotnarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

& P-valtie fmm Wilcnxon Tank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<] .234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 133 of 264) 


Biomaricer: Cotinine (nmol/24hr) Analytical Lab; INBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

8116.241,7377.363 

9.819, 7.923 



SD.SE 

3337.39)4,1362.4844 

8.2449, 3.1163 



MEDIAN 

9239.023 

7.062 



MIN, MAX 

3100.528, 11659.550 

3.720, 27.797 



5%, 95% 

3100.528,11659.550 

3.720,27.797 


» of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

8657.223,8169.359 

7.179, 6.747 



SD, SE 

3203.9834,1308.0207 

2.4766, 0.8756 



MEDIAN 

8162.925 

7.673 



MIN, MAX 

4574.775,13936.670 

3.224,10.540 



5%, 95% 

4574.775, 13936.670 

3.224.10.540 


# of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

7331.938, 6175.173 

6.454, 6.143 



SD.SE 

4110.3879, 1838.2214 

2.2246,0.8408 



MEDIAN 

7564.865 

5.828 



MrN, MAX 

2098.704,12059.465 

3.906,9.920 



5%. 95% 

2098.704,12059.465 

3.906,9.920 


t of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

6 

8 

0.0024 

MEAN. GEO MEAN 

8075.004, 7437 279 

7.852, 7.377 



SD. SE 

3105.3617.1267.7586 

2.8719.1.0154 



MEDIAN 

9221.998 

7.854 



MIN. MAX 

3258.002.10736.417 

3.617,13.134 



5%, 95% 

3258.002, 107J6.4 J 7 

3.617,13.134 



* P-value from Wilcoxon rank-gum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across stfbjects Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-IIour Urine Biotnarkers of Exposure by Timepoint and Overall 

(Page 134 of 264) 


Biomaiker. Coiinine (ug/24hri _ Analytical Lab: 1NB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week I 

N 

6 

7 

MEAN. GEO MEAN 

1430.082, 1299,892 

1.730, 1.396 


SD, SE 

588.0485,240.0698 

1.4529. 0.5492 


MEDIAN 

1627.916 

1.244 


MIN. MAX 

546.313.2054.413 

0.655, 4,898 


5%. 95% 

546.313.2054.413 

0655,4.898 

# of BLQ/ALQ Values 

0/0 

6/0 

Week 2 

N 

6 

8 

MEAN, GEO MEAN 

1525 .403, 1439.441 

1.265, 1.189 


SD, SE 

564.5419, 230.4733 

0.4362, 0 1542 


MEDIAN 

1438.308 

1.352 


MIN, MAX 

806.075,2455.641 

0.568,1.857 


5%. 95% 

806.075,2455.641 

0.568, 1.857 

U of BLQ/ALQ Values 

0/0 

8/0 

Week 3 

N 

5 

7 

MEAN, GEO MEAN 

1291.888, 1088.066 

1.137, 1.082 


SD, SE 

724.2504. 323.8946 

0.3920,01482 


MEDIAN 

1332.929 

1.027 


MIN, MAX 

369.792,2124.878 

0.688,1 748 


5%, 95% 

369.792,2124.878 

0688,1.748 

n Of BLQ/ALQ values 

0/0 

7/0 

Overall* 

N 

6 

8 

MEAN, OF.O MEAN 

1422.816. 1310.449 

1.383. 1.300 


SD, SE 

547.1647, 223.3791 

0.5060.01789 


MEDIAN 

1624.916 

1.384 


M!N, MAX 

574.060, 1891.757 

0.637,2.314 


5%, 95% 

574.060, 1891.757 

0.637,2.314 


P-value* 


0.0034 


0.0024 


0.0058 


0.0024 


“ P-va!ue from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as '1.234') for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomatkers of Exposure by Timepoint and Overall 

(Page 135 of264) 


Biomarker: Cotinme f(nmol/241irycigarette per day] _ Analytical Lab: 1NBIF0 

Timepoint _ Statistic _ Smokers ___ Non-Srookeis 


P-valuc‘ 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


6 

480.942.449.009 
209.8036,85.6520 
433 268 

278.469, 870.573 
278.469, 870.57} 
0/0 

6 

728.933, 619.083 
504.0549,205 7796 
577.156 

350.203.1683.665 

350.203.1683.665 
0/0 

5 

744.731,565.317 

631.7633,282.5332 

378.243 

249.386,1741.285 
249.386,1741.285 
0/0 

6 

630.928.552.357 
372.9587,152.2598 
480.530 

292.686, 1259.423 
292.686,1239.423 


NA 


NA 


NA 


NA 


NOTE- Values listed were normalized by taking the original biomarkerand dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count Df BLQ/ALQ values does not apply as the BLQ/AT Q values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers end Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 136 of264) 


Biomarkcr: Cotininc ((ug/24hryrigarette per day) Analytical Lab; INBIFO 

Timcnoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

6 


MEAN, GEO MEAN 

84.742, 79.115 



SD, SE 

36.9674, 15.0919 



MEDIAN 

76.342 



MIN, MAX 

49.066, 153.395 



5%. 95% 

49.066, 153.395 


# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 


MEAN, GEO MEAN 

128.438, 109,083 



SD, SE 

88.8144, 36.2583 



MEDIAN 

101.695 



MIN, MAX 

61.706,296.662 



5%, 95% 

61.706,296.662 


# of BLQ/ALQ Values 

0/0 


Week 3 

N 

5 


MEAN, GEO MEAN 

131.222,99.609 



SD, SE 

111.3169.49.7824 



MEDIAN 

66.646 



MIN, MAX 

43.942.306.615 



5%, 95% 

43.942, 306.815 


V of BLQ/ALQ Values 

0/0 


Overall’ 

N 

6 


MEAN, GEO MEAN 

111.170,97.325 



SD, SE 

65.7157,26.8283 



MEDIAN 

84.569 



MIN, MAX 

51.571,221.911 



5%, 95% 

51.571,221.911 



NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vatue from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.,'< 1.234’will be used as' 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2,1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 137 of 264) 


Biomarker: Cotinine (nmol/me Creatinine) 

Analytical Lab: 1NB1FO 



Time point 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Weekl 

N 

6 

7 

0.0032 

MEAN. CEO MEAN 

6.206, 5.345 

0.006. 0.006 



SD,SE 

3.4820, 1.4215 

0.0034,0.0013 



MEDIAN 

6.151 

0.005 



MIN. MAX 

2.553, ! 1.433 

0.003,0.012 



5%, 95% 

2.553, 11.433 

0.003.0.012 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

B 

0.0024 

MEAN.GEO MEAN 

7.0R2, 6.437 

0.005, 0-005 



SD,SE 

3.7617, 1.5357 

0.0028,0.0010 



MEDIAN 

5.586 

0.005 



MIN, MAX 

4.231, 14.182 

0.002,0.011 



5%, 95% 

4.231, 14.182 

0.002,0.01! 


U of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0049 

MEAN, GEO MEAN 

6.752,6.033 

0.005,0.005 



SD.SE 

3.2634, 1.4594 

0.0014,0.0005 



MEDIAN 

7,282 

0.006 



MIN, MAX 

3.016, 9.978 

0.003,0.007 



5%, 95% 

3.016.9.978 

0.003,0.007 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall’ 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

6.575, 5.962 

0.006, 0.006 



SD, SE 

3.0766, 1.2560 

0.0018, 0.0006 



MEDIAN 

6.547 

0.005 



MIN, MAX 

3.296, 10.966 

0.004,0.009 



5%, 95% 

3 796, HI 966 

0.004, 0 009 



* P-valuc from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439010 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-S45U 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 138 of 264) 


Bio marker: Cot [nine fug/mc Creatinine) _ Analytical Lab: INBIFO _ 

Timepoittt _ Statistic Smokers _ Non-Smokers _ P-value* 


Week! 

N 

6 

7 


MEAN, CEO MEAN 

1.093, 0.942 

0.001,0.001 


SD, SE 

0.6133,0.2504 

0.0005, 0.0002 


MEDrAN 

1.0S4 

0 001 


MIN. MAX 

0.450,2.014 

0.001,0.002 


5%, 95% 

0.450. 2.014 

0.001.0.002 


# ofBLQ/ALQ Values 

0/0 

6/0 

Week 2 

N 

6 

S 


MEAN, CEO MEAN 

1.24B, 1.134 

0.001, NA 


SD, SE 

0.6628, 0.2706 

0.0005,0.0002 


MEDIAN 

0.984 

0.001 


MIN, MAX 

0.746, 2.499 

0.000,0.002 


5%. 95% 

0.746,2.499 

0.000,0.002 


It ofBLQ/ALQ Values 

0/0 

Ml 

Week 3 

N 

5 

7 


MEAN, GEO MEAN 

1.190, 1.063 

0.001,0.001 


SD. SE 

0.5751. 0.2572 

0.0000. 0.0000 


MEDIAN 

1.283 

0.001 


MIN, MAX 

0.5.31, 1.758 

0.001.0.001 


5%, 95% 

0.531,1.758 

0.001,0.001 


tt OfBLQ/ALQ Values 

0/0 

7/0 

Overall* 

N 

6 

8 


MEAN. OEO MEAN 

1.159, 1.051 

0.001.0.001 


SD, SE 

0.5419,0.2212 

0.0004, 0.0001 


MEDIAN 

1.154 

0.001 


MIN, MAX 

0.581.1.932 

0.001,0.002 


5%, 95% 

0.581, 1.932 

0.001.0.002 


0.0026 


0.0016 


0.0021 


0.0016 


“ P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439011 





RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smoker* of 24-Hour Urine Biomarkeis of Exposure by Timcpoim and Overall 

(Page 139 of264) 


Biomarker: Cotinine ((nmol/mg CreatinineVcigarette per day) Analytical Lab: 1NBIFO _ 

Thnepoint Statistic _ Smokers __ Non-Smokers 


P-value* 


Week 1 

N 

6 


MEAN, GEO MEAN 

0.371,0.326 


SD.SE 

0.1949,0.0796 


MEDIAN 

0.339 


MIN. MAX 

0 147. 0 612 


5%, 95% 

0.147, 0.612 


#of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, OEO MEAN 

0.574, 0.488 


SD.SE 

0.3286,0.1342 


MEDIAN 

0.594 


MIN, MAX 

0.212,1.066 


5%, 95% 

0.212,1.066 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

0.726, 0.553 


SD.SE 

0.5784, 0.2587 


MEDIAN 

0.624 


MIN. MAX 

0.168, 1.663 


5%, 95% 

0.168, 1.663 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

6 


MEAN, GEO MEAN 

0.529.0.447 


SD, SE 

0.3063,0.1250 


MEDIAN 

0.529 


MIN, MAX 

0.176,0.994 


5%, 95% 

0.176,0.994 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across suhjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. f ’<1.234'will be used as ‘1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439012 


• # • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Nun-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 140 of 264) 


Biomarker: Cotinine (pig/mg CrearinineycigBrette per day) Analytical Lab: INBIFQ _______ 

Time point _ Statistic _ Smokers _ Non-Smokers _P-value" 


Week I 


Week 2 


Week 3 


Overall* 


MEAN, GEO MEAN 

0.065,0.057 

SD,SE 

0.0345,0.0141 

MEDIAN 

0.060 

MIN, MAX 

0.026, 0.108 

5%. 95% 

0.026.0.108 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.101,0.086 

SD.SE 

0.0581,0.0237 

MEDIAN 

0 105 

MIN, MAX 

0.037,0.188 

5%, 95% 

0.037,0.188 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.128,0.098 

SD, SE 

0.1018,0.0455 

MEDIAN 

0.110 

MIN, MAX 

0.030,0.293 

5%. 95% 

0.030,0.293 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.093,0.079 

SD, SE 

0.0540,0.0220 

MEDIAN 

0.094 

MIN, MAX 

0.031,0.175 

5%, 95% 

0.031,0,175 


NA 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corrcs|xinding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by fiist averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234' will be used as T .234") foTthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439013 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers ami Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 141 of 264) 


Biomarker: Cotinine (nmol/L) _ Analytical Lab: 1NBIFO 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

6 

7 

0.0021 

MEAN, Gfc.0 MEAN 

5138.7, 4383.0 

5.6, 4.1 



SD, SE 

3563.54, 1454.81 

6.73, 2.54 



MEDIAN 

4048.8 

3.1 



MIN, MAX 

2279.8, 12007.9 

3.1.20.9 



5%. 95% 

2279.8,12007.9 

3.1,20.9 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

s 

8 

0.0008 

MEAN. GEO MEAN 

5341.9,4848.5 

3.1, 3.1 



SD, SE 

2622.04, 1070.44 

0.00, 0.00 



MEDIAN 

45972 

3.1 



MIN, MAX 

2527.5, 9702.2 

3.1. 3.1 



5%, 95% 

2527.5,9702.2 

3.1, 3.1 


ft of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

4021.5, 3476.2 

3.1.3.1 



SD, SE 

2413.87, 1079.52 

0.00.0.00 



MEDIAN 

3087,7 

3.1 



MIN. MAX 

1520.8,7780.3 

3.1, 3.1 



5%, 95% 

1520.8,7780.3 

3.1, 3.1 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall" 

N 

6 

8 

00012 

MEAN, CEO MEAN 

4959.3,4381.0 

3.8, 3.5 



SD, SE 

2782.63, 1136.00 

2.09,0.74 



MEDIAN 

4206.5 

3.1 



MIN, MAX 

2109.4,9830.1 

3.1, 9.0 



5%, 95% 

2109.4,9830.1 

3.J, 9.0 



a P-va!ue from Wilcuxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1 234’will he used as T .214) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439014 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

(Page 142 of264) 


Biomaricer: Cotininc (ng/rttL) _ Ana lytical Lab: 1NBIF0_ 


Timeooint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week! 

N 

6 

7 

0.0021 

MEAN, GEO MEAN 

905.4, 772.3 

1.0, 0.7 



SD.SE 

627.91,256.34 

1.21,0.46 



MEDIAN 

713.4 

0.5 



MIN. MAX 

401.7.2115.8 

0.5, 3.7 



5%, 95% 

401.7,2115.8 

0.5, 3.7 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

8 

0.0008 

MEAN, GEO MEAN 

941.2, 854.3 

0.5. 0.5 



SD.SE 

462.01, 188.61 

0.00, 0.00 



MEDIAN 

810.0 

0.5 



MIN, MAX 

445.3, 1709.5 

0.5, 0.5 



5%, 95% 

445.3, 1709.5 

0.5,0.5 


U of BLQ/ALQ Values 

010 

8/0 


Week 3 

N 

5 

7 

0.0021 

MEAN. GEO MEAN 

708.6,612.5 

0.5, 0.5 



SD.SE 

425.31.190.20 

0.00. 0.00 



MEDIAN 

544.1 

0.5 



MIN, MAX 

258.0,1370.9 

0.5. 0.5 



5%, 95% 

268.0, 1370.9 

0.5, 0.5 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

8 

0.0012 

MEAN. GEO MEAN 

873,9,771.9 

0.6. 0.6 



sd.se 

490.31,200.17 

0,39, 0.14 



MEDIAN 

741.2 

0.5 



MIN. M.AX 

371.7, 17.72.1 

0.5, 1.6 



5%, 95% 

371.7, 1732.1 

0.3, 1.6 



* P-value from Wilcoxon rank sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of (he quantification (e.g., ^1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439015 


• ft 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 143 of 264) 


Biomaiker: Cotinine (inmol/Lycigarette per day) Analytical Lab: INB1FO _,__ 

Tiroepoint _ Statistic _ Smokers ___ Non-Smokers _ P- value 4 


Week I 


Week 2 


Week 3 


Overall’ 


MEAN, CEO MEAN 

349.2, 266.8 

SD.SE 

330.69,135.00 

MEDIAN 

202.2 

MIN, MAX 

144.2.1000.7 

5%, 95% 

144.2,1000.7 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

445.7, 367.5 

SD, SE 

306.85,125.27 

MEDIAN 

303.7 

MIN, MAX 

176.9, 882.0 

5%, 95% 

176.9. 882.0 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

405.0,318,2 

SD, SF. 

303.96, 135.93 

MEDIAN 

253.5 

MIN, MAX 

154.4,809.9 

5%, 95% 

154.4, 809.9 

» of BLQ/ALQ Values 

0/0 

N 

6 

MEAN. GEO MEAN 

393.9, 330.4 

SD.SE 

265.41, 108.35 

MEDIAN 

295.7 

MIN, MAX 

167.2,843.7 

5%, 95% 

167.2, 843.7 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< 1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439016 





RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-IIour Urine Biomarkcra of Exposure by Timepoint and Overall 

(Page 144 of 264) 


Biomarker Cotininc ftng/mLVcigarette per day) Analytical Lab: INB1FQ 


Timepoita _Statistic_ Smokers 


Week 1 N 6 

MEAN, GEO MEAN 61.5,47.0 

SD, SE 5826. 23.78 

MEDIAN 35.7 

MIN. MAX 25.4,176.3 

5%, 95% 25.4,176.3 

# of BLQ/ALQ Values 0/0 

Week 2 N 6 

MEAN, GEO MEAN 78.5, G4.7 

SD, SE 54.07,22.07 

MEDIAN 53.5 

MIN, MAX 31.2,1554 

5%, 95% 312.155.4 

ft of BLQ/ALQ Values 0/0 

Week 3 N 5 

MEAN, GEO MEAN 71.4,56.1 

SD. SE 53.54.23.94 

MEDIAN 44.7 

MIN, MAX 27.2, 142.7 

5%, 95% 27.2, 142.7 

# of BLQ/ALQ Values 0/0 

Overall' N 6 

MEAN, GEO MEAN 69.4, 58.2 

SD, SE 46.72,19.07 

MEDIAN 52.2 

MIN, MAX 29.5,148.6 

5%, 95% 29.5,148.6 


Nort-Smokers 


P-value* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarkerand dividing it by the number of cigarettes found in question 4 of the weekly survey fbrthe corresponding week. 

’ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the B LQ/A LQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439017 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smoker* and Non-Smokers of 24-Hqut Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 145 of 264) 


Biomaiker: Cotinine-N-gluaironide (nmot>24hr) Analytical Lab: [NBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

13422.559,9233.175 

17,266. 16.074 



SD, SE 

8208.4761,3351.0963 

7.0648, 3.1595 



MEDIAN 

12610.540 

16.116 



MiN, MAX 

797.096.24184.869 

9.480,25.343 



5%. 95% 

797.096,24184.869 

9.480,25.343 


# of BLQ/ALQ Values 

0/0 

5/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

13285.550, 10994.917 

18.424, 17.167 



SD.SE 

6499.2379,2653,3027 

6.8053, 2.5722 



MEDIAN 

14471.774 

21.725 



MrN, MAX 

2320.420,19683 2 64 

8.216,26.860 



5%, 95% 

2320.420,19683.264 

8.216,26,860 


# of BLQ/ALQ Values 

0/0 

7/0 


Weck3 

N 

5 

6 

0.0081 

MEAN, GEO MEAN 

] 1027.932, 6237.609 

14.976, 14.454 



SD.SE 

7390.1613,3304 9806 

4.5130. 1.8424 



MEDIAN 

12845.595 

14.536 



MIN, MAX 

339.066,19365,855 

9 954,22.910 



5% 95% 

339.066, 19365.855 

9.954,22.910 


# of BLQ/ALQ Values 

0/0 

6/0 


Overall" 

N 

6 

8 

0.0024 

MEAN. GEO MEAN 

12803.241,9518732 

17.115, 1015 



SD.SE 

7083.9876,2892.0258 

5.3727, 1.8995 



MEDIAN 

13680.040 

16.980 



MIN, MAX 

1152.194,21077.996 

9,217,24.028 



5%, 95% 

1152.194, 21(177,996 

9.217, 24.028 



* P-valuc from Wilcox on rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count nf BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Bio markers of Exposure by T itnepo'nt and Overall 

(Page 146 of264) 


Biomaiker; Cotinine-N-eluCuronidc «nrnot/24hrVcigarette per day! _ Analytical Lab: 1NB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 


P-value* 

Week 1 

N 

6 



NA 

MEAN, GEO MEAN 

748.919,561.959 





SD.SE 

646.9264, 264.1066 





MEDIAN 

588.578 





MIN. MAX 

132.849,20(5.406 





5%. 95% 

132.849,2015.406 




# Of BLQ/ALQ Values 

0/0 




Week 2 

N 

6 



NA 

MEAN. GEO MEAN 

1185202,833.207 





SD, SE 

1099.5289, 448.8808 





MEDIAN 

723.589 





MIN, MAX 

232.042, 3148.998 





5%, 95% 

232.042,3148.998 




#of BL.Q/ALQ Values 

0/0 




Week 3 

N 

5 



NA 

MEAN. GEO MEAN 

1052,329,571.033 





SD, SE 

1013.2672,453.1469 





MEDIAN 

642.280 





MIN. MAX 

56.511,2541.121 





5%, 95% 

56.511,2541.121 




# of BLQ/ALQ Values 

0/0 




Overall’ 

N 

6 



NA 

MEAN, GEO MEAN 

976,310,695.682 





SD, SE 

786.1268,320.9349 





MEDIAN 

660.795 





MIN, MAX 

140.467, 2099.895 





5%, 95% 

140.467,2099.895 





NOTE: Values lislerl were normalized by taking the original biotnarker find dividing it by the number of cigarettes found in question 4 of the weekly surve}' for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/AIQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<\. 234" will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439019 


12226-8450 



RSR 

Protocol No. PM-S450 
Covance CRU Study No. 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-1 lour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 147 of264) 


Binmarker: Coiinine-N-stucuronide fnmol/me Creatinine! 

Analytical Lab: 1NBIFO 



Timepoirrt 

Statistic 

Smokers 

Non-Smakers 

P-value" 

Weekl 

N 

6 

5 

0.0080 

MEAN. GEO MEAN 

9.727,6.689 

0.013, 0.012 



SD, SE 

6.1408,2.5070 

0.0070,0.0031 



MEDIAN 

I 0 503 

a.ni2 



MIN, MAX 

0.656. 16.992 

0.007, 0.025 



5%, 95% 

0.656,16.992 

0.007.0.025 


# of BLQ/ALQ Values 

0/0 

5/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, CEO MEAN 

10.292,8.664 

0.013,0.011 



SD, SE 

5,4364,2.2194 

0.0079,0.0030 



MEDIAN 

11.178 

0.010 



MIN, MAX 

2.423, 17.741 

0.005,0.028 



3%, 95% 

2.423, 17.741 

0.005,0.028 


it of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

6 

0.0078 

MEAN, GEO MEAN 

9.621,6.094 

0.013,0.013 



SD, SE 

6.5461,2.9275 

0.0037,0.0015 



MEDIAN 

12366 

0.015 



MIN, MAX 

0.605,15.637 

0.008,0.016 



5%, 95% 

0605, 15.637 

0.008,0.016 


# of BLQ/ALQ values 

0/0 

0/0 


Overall' 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

9.857, 7.519 

0.014,0.013 



SD, SE 

5.7580,2.3507 

0.0055,0.0019 



MEDIAN 

11.042 

0.013 



MIN, MAX 

1.228,16.790 

0.007,0.022 



5%, 95% 

1.228, 16.790 

0.007, 0.022 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as *1.234’) for the averages across visits within a subject thus eliminating all B LQ/ALQ values for (he overall statistics. 
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PM3006439020 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table H.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 148 of264) 


Biomarker: Cotinine-N-glucuronide (fnmol/mc CreatinineVci garerte per da y) Analytical La b: INB1FO _ 

Timepoint _ Statistic _ Stacke rs_ Non-Smokers _ P-value* 


Week 1 

N 

6 

NA 


MEAN, GEO MEAN 

0.543,0.407 



SD. SB 

0.4628,0.1889 



MEDIAN 

0.392 



MIN. MAX 

0.109.1.416 



5%, 95% 

0.109,1.416 



# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 


MEAN, GEO MEAN 

0.888,0.656 



SD. SE 

0.7346,0.2999 



MEDIAN 

0.592 



MIN, MAX 

0.242,1.993 



5%. 95% 

0.242,1.993 



It of BLQ/ALQ Values 

0/0 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

0.945, 0.558 



SD, SE 

0.9479,0.4239 



MEDIAN 

0.618 



MIN, M.AX 

0.101,2.427 



5%, 95% 

0.101,2.427 



ft of BLQ/ALQ Values 

0/0 


Overall’ 

N 

6 

NA 


MEAN, GEO MEAN 

0 764, 0.553 



SD, SE 

0.6189,0.2527 



MEDIAN 

0.539 



MIN, MAX 

0.151,1.618 



5%, 95% 

0.151,1.618 



NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

J P-value from Wilcoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive stalistics across subjects. Count of BLQ/ALQ values does nol apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439021 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smote rs and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 140 of 264) 


Biomatker: Cotinine-N - glucu ronide (nmol/L) Analytical Lab: FNBIFO 


Timenoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

week 1 

N 

6 

5 

0,0055 

MEAN, OEO MEAN 

9217.7, 5485.6 

7.9, 7.9 



SD.SE 

9594.01,3915.74 

0.00,0.00 



MEDIAN 

7145.9 

7.9 



MIN, MAX 

586,1,27798.7 

7.9. 7.9 



5%. 95% 

586.1,27798.7 

7.9.7.9 


# of BLQ/ALQ Values 

0/0 

5/0 


Week 2 

N 

6 

7 

0.0013 

MEAN, GEO MEAN 

9311.5, 6525.5 

79,7.9 



SD.SE 

7584.50, 3096.36 

0.00,0.00 



MEDIAN 

6886.9 

7.9 



MIN, MAX 

1282.0,21164 S 

7 9,79 



5%, 95% 

1282,0.21164.8 

7.9,7.9 


# Of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

6 

0.0039 

MEAN, GEO MEAN 

5950,2,3511.4 

7.9,7.9 



SD.SE 

4438.14, 1984.80 

0.00,0.00 



MEDIAN 

5243.1 

7.9 



MIN, MAX 

245.7, 12494.1 

7.9,7,9 



5%, 95% 

245.7, 12494.1 

7,9,79 


ff Of BLQ/ALQ Values 

0/0 

6/0 


Overall* 

N 

6 

8 

0.0008 

MEAN, GEO MEAN 

8503.8, 5651.7 

7.9, 7.9 



SD, SE 

7002.82,2858.89 

0.00,0.00 



MEDIAN 

6639.0 

7.9 



MIN. MAX 

704.6.20485.9 

7.9. 7.9 



5%, 95% 

704.6,20485.9 

7.9, 7.9 



a P-value from Witooxon rank-sum test. 

* Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the Rl.Q/AT.Q values were converted to the limit 

of the quantification (e.g., ’<1.234'will be used as ’1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439022 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-1 lour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 150 of264) 


Biomarkcn Cotinme-N-glucuronitk ((nmol/LVcigarette per day) _ Analytical Lab: INB1FO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Weekl 


Week 2 


Week 3 


Overall* 


N 

6 

MEAN. GEO MEAN 

595.8,333.9 

SD. SE 

849.24,346.70 

MEDIAN 

293.4 

MIN, MAX 

97.7,2316.6 

5%. 95% 

97.7,2316.6 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

791.5,494.5 

SD. SE 

749.41,305.95 

MEDIAN 

510.7 

MIN, MAX 

128.2, 1924.1 

5%, 95% 

128.2, 1924.1 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN. GEO MEAN 

557.2, 321.5 

SD, SE 

516.34.230.92 

MEDIAN 

262.2 

MIN, MAX 

41.0,1181.9 

5%, 95% 

41.0,1181.9 

# Of BLQ/ALQ values 

0/0 

N 

6 

MEAN, GEO MEAN 

649.3,419.5 

SD, SE 

628.04,256.40 

MEDIAN 

430 3 

MIN, MAX 

89.0,1760.6 

5%, 95% 

89.0,1760.6 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.» ^1.234’ will be used as ’1.234’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439023 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 151 of 264) 


Biomarker: NNAL (pg/24hr) Analytical Lab. 1NB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

4 

7 

0,0107 

MEAN, GEO MEAN 

149728.625,135488.373 

17892.457,15800.916 



SD, SE 

67405.5472, 33702.7736 

9736.3366,3679 9893 



MEDIAN 

159918.500 

12688.000 



MIN, MAX 

62452.500,216625.000 

8112.000,33363.200 



5%. 95% 

62452.500.216625.000 

8112.000.33363.200 


tt of BLQ/ALQ Values 

0/0 

7/0 


Week? 

N 

4 

7 

0.0106 

MEAN, GEO MEAN 

197474,000,185687,328 

20190.857, 18701.256 



SD, SE 

75490.3263,37745.1631 

7792.0061,2945.1015 



MEDIAN 

197263.000 

21320.000 



MIN. MAX 

105754,000.2S96I6.000 

7800.000.33280.000 



5%, 95% 

105754 000.289616.000 

7800.000,33280.000 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

7 

0.0107 

MEAN,GEO MEAN 

173601.313. 161533.445 

19041.657,17423.551 



SD, SE 

67681.6128,33340.8064 

8398.6587,3174.3946 



MEDIAN 

186319.000 

17160,000 



MIN, MAX 

84103.250,237664.000 

7956.000,33321.600 



5%, 95% 

84103.250,237664.000 

7956.000,33321.600 



“ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by Oral averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 ,234’will be used as '1.214’) for the averages across visits within a subject thus eliminating all BLQ/ALQ vaiues for the overall statistics. 
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PM3006439024 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokos and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoinl anti Overall 

(Page 152 of 264) 


Biomariter: NNAL (omol'24hr) Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week I 

N 

4 

7 

0,0107 

MEAN, GEO MEAN 

715.703,647.635 

85.526,75.528 



SD, SE 

322.1986,161.0993 

46.5396.17.5903 



MEDIAN 

764.411 

60.649 



MIN, MAX 

298.523, 1035.468 

38.775, 159.476 



5%, 95% 

298.523, 1035.468 

38.775, 159 476 


It of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0106 

MEAN, GEO MEAN 

943.926, 887.585 

96.512, 89.392 



SD, SE 

360.8436, 180.4218 

37.2457, 14.0776 



MEDIAN 

942.918 

HU,910 



MP4, MAX 

505.504, 1384.364 

37.284, 159.078 



5%, 95% 

505.504, 1384.364 

37.284. 159.078 


ft of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

829.815,772.130 

91.019, 83.285 



SD, SE 

323.5181, 161.7590 

40.1454, 15.1735 



MEDIAN 

890.606 

82.025 



MW, MAX 

402.014, 1136.034 

38.030, 159.277 



5%, 95% 

402.014, 1136.034 

38.030,159.277 



‘ P-value from Wflcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439025 


12226-8450 




RSR 

Protocol No. PM-8450 
Covance CRU Study No. 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoinr and Overall 

(Page 153 Of264) 


Biomarker: NNAL «Pfi/24hryctearetfe per day) 

Analytical Ijab: 1NRIFO 



Timepoim 

Statistic 

Smokeis 

Non-Smokers 

P-value' 

Week 1 

N 

4 


N'A 

MEAN, GtUMHAN 

10190.435,8614.184 




SD,SE 

6353.7672,3176.8836 




MEDIAN 

9360.478 




MIN, max 

3469.583, 18571.200 




5%, 95% 

3469.583.18571.200 



tt of BLQ/ALQ Values 

070 



Week 3 

N 

4 


NA 

MEAN, GEO MEAN 

12847.485, 11279.740 




SD, SE 

7864.4053, 3932.2027 




MEDIAN 

10690.025 




MIN, MAX 

5875.222, 24134.667 




5%, 95% 

5875.222,24134.667 



#of BLQ/ALQ Values 

0/0 



Overall* 

N 

4 


NA 

MEAN, GEO MEAN 

11518.960,9998.806 




SD, SE 

7040.1168,3520.0584 




MEDIAN 

10025.252 




MIN, MAX 

4672.403. 21352.934 




5%, 95% 

4672.403,21352.934 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from WilcQxpn rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as *1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439026 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Detween Smokers and Non-Smokers of 24-1 lour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 154 of 264) 


Bjoroaritgr NNAL ((pmol/24hr)/riHarette per day) Analytical Lab: 1NB1FQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week l 

N 

4 


NA 

WEAN. GEO MEAN 

48.710.41.176 




SD.SE 

30.3707, 15.1853 




MEDIAN 

44.743 




MIN. MAX 

16.585.88.770 




5%, 95% 

16.585.88.770 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

4 


NA 

MEAN, GEO MEAN 

61.411,53.917 




SD,SE 

37.5918, 18.7959 




MEDIAN 

51.099 




M IN. MAX 

28 084,115.364 




5%, 95% 

28.084, 115.364 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

4 


NA 

MEAN, GEO MEAN 

55.061,47.795 




SD.SE 

33.6514.16.8257 




MEDIAN 

47.921 




MIN, MAX 

22.335, 102.067 




5%. 95% 

22.335, 102.067 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by tbe number of cigarettes found in question 4 of the weekly survey for tire corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<I .234" will be used as ’1.234’) for the averages across visits within a sub ject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439027 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 155 Of 264) 


Biomar ker: NNAL (pg/mg Creatinine) _ Analytical Lab: INBIFQ _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value a 


week 1 

N 

4 

7 


MEAN, GEO MEAN 

130.848,94.734 

14.314, 10.611 


SD.SE 

114.7662,57.3831 

11.6080,4.3874 


MEDIAN 

101.297 

7542 


MIN, MAX 

29.054,291.743 

3.645, 32.298 


5%. 95% 

29.054,291.743 

3.645, 32.298 


# of B LQ/ALQ Values 

0/0 

7/0 

Week 2 

N 

4 

7 


MEAN, GEO MEAN 

133.676,117.583 

18.213,13.362 


SD,SE 

77.0160,38.5080 

16.3222, 6.1692 


MEDIAN 

119.442 

14.286 


MIN, MAX 

58.056, 237.764 

3.741,52.000 


5%, 95% 

58.056, 237.764 

3.741,52.000 


# of BLQ/ALQ Values 

0/0 

7/0 

Overall* 

N 

4 

7 


MEAN, GEO MEAN 

132.262, 107.556 

16.264, 12.155 


SD.SE 

95.8013,47.9007 

13.2303.5.0006 


MEDIAN 

110.370 

10.509 


MIN. MAX 

43 555,264.754 

3.693,39.941 


5%, 95% 

43.555,264.754 

3.693,39.941 


8 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439028 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 156 of 264) 


Biomarker; NNAL (pmol/mg Creatinine) 

Analytical Lab: INBIF0 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

week I 

N 

4 

7 

0.0182 

MEAN, GEO MEAN 

0.626. 0.453 

0.068,0.050 



SD, SE 

0.5487, 0.2743 

0.0555,0.0210 



MEDIAN 

0.485 

0.036 



MIN, MAX 

0.139,1.395 

0.017,0.154 



5%, 95% 

0.139, 1.395 

0.017,0.154 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0107 

MEAN. GEO MEAN 

0.639, 0.562 

0.087,0.064 



SD, SE 

13.3682,0.1841 

0.0782,0.0296 



MEDIAN 

0.571 

0.068 



MIN, MAX 

0.278,1.137 

0.018.0.249 



3%. 95% 

0.278,1.137 

0.018,0.249 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

0.633,0.515 

0.078, 0.058 



SD. SE 

0.4579, 0.2289 

0.0633,0.0239 



MEDIAN 

0.528 

0050 



MIN. MAX 

0.209,1.266 

0018,0.191 



5%, 95% 

0.209,1.266 

0.018,0.191 



* P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as 1.234’) For the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439029 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-TIour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 157 of 264) 


Biomaiker; NNAL {(pq/mg Creatinine ye igarette per day) Analytical Lab: INBiFO __ 

Time point _ Statistic _ Smokers _ Non-Smokers _ P-value 1 


Week 1 

N 

4 


MEAN, OEO MEAN 

10.392,6.023 


SD, SE 

12.6754, 6.3382 


MEDIAN 

5.390 


MIN, MAX 

1.614.29.174 


5%, 95% 

1.614, 29.174 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 


MEAN, OEO MEAN 

8.964,7.143 


SD, SE 

7.4027,3.7014 


MEDIAN 

6.409 


MIN, MAX 

3.225,19.814 


5%. 95% 

3.225,19.814 


# of BLQ/ALQ Values 

0/0 

Overall’ 

N 

4 


MEAN, GEO MEAN 

9.679, 6.707 


SD, SE 

10.0346, 5.0173 


MEDIAN 

5.900 


MIN, MAX 

2.420,24.494 


5%, 95% 

2.420,24.494 


NOTE: Values listed were normalized by taking ihc original bio mariner and dividing il by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RT.Q/AT.Q values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439030 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 158 of264) 


Analytical Lab: INBIFQ 


, TimeDoint 

Statistic 

Smoters 

i Week 1 

N 

4 

MEAN, GEO MEAN 

0.050,0.029 


SD.SE 

0.0607,0.0304 


MEDIAN 

0.026 


MIN. MAX 

0.008. 0.140 

j 

5%. 95% 

0.008,0.140 

# of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 

MEAN, CEO MEAN 

0.043, 0.034 


SD.SE 

0.0356, 0.0178 


MEDIAN 

0.031 


MIN. MAX 

0 015, 0.095 


5%, 95% 

0.015, 0.095 

# of BLQM LQ Values 

0/0 

Overall* 

N 

4 

MEAN, GEO MEAN 

0.047, 0.033 


SD.SE 

0.0482.0.0241 


MEDIAN 

0.029 

| 

MIN. MAX 

0.012,0.118 


5%, 95% 

0.012,0.118 


Non-Smokers 


P-value* 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g„ l .234’ will be used as ’1.234} for the averages across visits within a subject thus eliminating all BLQM LQ values for the overall statistics. 
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PM3006439031 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomariters of Exposure by Timepoint and Overall 

(Page 159 of 264) 


Biomarker: NNAL (pg/mL) _ Analytical Lab; INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valiie" 

! Week! 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

122.8, 118.5 

10.4,10.4 



SD. SE 

38.17. 19.08 

0.00,0.00 



MEDIAN 

117.3 

10.4 



MIN, MAX 

83.3. 173.3 

10.4.10.4 


f 

5%. 95% 

83.3, 173.3 

10.4,10.4 


j n of BLQ/ALQ Values 

WO 

7/0 


Week 3 

N 

4 

7 

0.0031 

j MEAN, GEO MEAN 

153.7, 127.2 

10.4,10.4 


j 

SD, SE 

98 66, 49.33 

0 00,0 00 



MEDIAN 

142.5 

10.4 


j 

MIN, MAX 

46.0, 283.7 

10.4, 10.4 



5%, 95% 

46.0,283.7 

10.4,10.4 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

138.2. 125.4 

10.4,10.4 



SD, SE 

68.33. 34.16 

0.00.0.00 



MEDIAN 

129.9 

10.4 


( 

MIN, MAX 

64.7,228.5 

10,4.10.4 



5%, 95% 

64.7, 228.5 

10.4,10.4 



" P-value from Wilcoxun rank-sum lest. 

' Overall values calculated by firet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e g., '<1 234’ will be used as ’1.234^ for the averages across visits within a suhject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

CovanceCRU Study No. 12226-8450_ _ 

Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 160 of 264) 


Biomaiker: NNAL famol/U Analytical Lab: INBJFO 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

4 

7 

0.0031 

MEAN, CEO MEAN 

586.9,566.3 

49.7, 49.7 



SD, SE 

182.44,91.22 

0.00, 0.00 



MEDIAN 

560.5 

447 



MIN, MAX 

398.2.828.4 

49.7,49.7 



5%, 95% 

398.2,828.4 

49.7,49,7 


U of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

734.5, 608.1 

49.7,49.7 



SD, SE 

471.57, 235.79 

0.00,0.00 



MEDIAN 

681.0 

49.7 



MIN, MAX 

219 9, 1356.1 

49.7.49.7 



5%. 95% 

219.9.1356.1 

49.7,49.7 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

660.7, 599.2 

49.7,49.7 



SD, SE 

326.69, 163.35 

0.00,0.00 



MEDIAN 

620.7 

49.7 



MIN, MAX 

309.1. 1092.3 

49.7,49.7 



5%, 95% 

309.1, 1092.3 

49.7,49.7 



■ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acmss subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234’will he used as *1.234*) for the averages across visits within a subject thus eliminating all BLO/ALQ values for the overall satisfies. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No, 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btomarkers of Exposure by Timepoint and Overall 

(Page IS! of264) 


Biomarker: NNAL((pg/mL>'cigarette per day.) Analytical Lab: INBIFO _ 

Tiroepoint _ Statistic _ Smokers _ Non-Smokers _P-value* 


week 1 N 4 

MEAN, GEO MEAN 8.1,7.5 

SD, SE 3.51,1.76 

MEDIAN 7.5 

MIN. MAX 4.6,12.7 

5%. 9574 4.6,12.7 

# of BLQ/ALQ Values 0/0 

Week 3 N 4 

MEAN. GEO MEAN 9.4,7.8 

SD, SE 5.37,2.69 

MEDIAN 10.3 

MIN, MAX 2.6,14.2 

5%, 95% 2.6,14,2 

#of BLQ/ALQ Values 0/(1 

Ovctair N 4 

MEAN, GEO MEAN 8.7,7.8 

SD, SE 4.27,2.14 

MEDIAN 9.2 

MIN. MAX 3.6,12.9 

5%, 95% 3.6,12.9 


NA 


NA 


NA 


NOTE: Values listed were normalized by talcing die original biomafker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the conespondiilg week, 

1 P-value from Wilcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<| ,234’will be used as ’1.234’) for the averages across visits wilhin a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2,1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 162 of 264) 


Blomaritcr: NNAL ((pmol'LVcigareKe perday) Analytical Lab: 1NBIFO _ 

Timepoint _ Statistic _ Smokers ____ Ntm-Smokeis _ P-value* 


Week 1 N 4 

MEAN, GEO MEAN 38.6. 36.0 

SD.SE 16.77,8.38 

MEDIAN 35.8 

MIN, MAX 22.1,60.8 

5%. 95% 22.1,60.S 

# of BLQ/ALQ Values 0/0 

Week 3 N 4 

MEAN, GEO MEAN 44.7, 36.9 

SD.SF. 25.76,12.88 

MEDIAN 49.3 

MIN, MAX 12.2.67.8 

5%, 95% 12.2,67.8 

# of BLQ/ALQ Values 0/0 

Overall* N 4 

MEAN, GEO MEAN 41.7, 37 2 

SD.SE 20.37. 10. IS 

MEDIAN 43.9 

MIN, MAX 17.2,61.8 

5%, 95% 17.2,61,8 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as T 234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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• it 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24- Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 163 of 264-) 


Biomarker: NNAL plus NNAL-cluc (PE/24hr) 

Analytical Lab: INB1FO 



Timepoinl 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

549554.500,462813.558 

17892.457, 15800.916 



SD, SE 

293611-7770, 146805.8885 

9736.3366,3679.9893 



MEDIAN 

604996.500 

12688.000 



MIN, MAX 

152850.000, 835375.000 

8112.000. 33363.200 



5%, 95% 

152850.000, 835375.000 

8112.000,33363.200 


ft of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

8 

0.0084 

MEAN, GEO MEAN 

585318,250, 569775.116 

23637.250,21026.754 



SO, SE 

157681.1304, 78840.5652 

12126.9421,4287.5215 



MEDIAN 

566380.500 

21580.000 



MIN, MAX 

413080.000, 795432.000 

7800,000.47762.000 



5%, 95% 

413080.000, 795432.000 

7800.000,47762.000 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall 

N 

4 

8 

0.0085 

MEAN, GEO MEAN 

567436.375, 535070.239 

22631.700, 19764.230 



SD, SE 

191729.1352, 95864.5676 

12789.3686,4521.7246 



MEDIAN 

644308.500 

19552.000 



MIN, MAX 

282955.000, 698163.500 

7956.000,47762.000 



5%, 95% 

282965.000,698163.500 

7956.000, 47762.000 



‘ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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• ft 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table H.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-flour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 164of264) 


Btomarker: NN AL plus NNAL- g luc (prooI/24hr) Analytical Lab: INBIFO 


Timenoint 

Statistic 

Smokers 


Non-Smokers 

P-va!ue' 

Week 1 

N 

4 


7 

0.0107 

MEAN, GEO MEAN 

2626.871,2212.249 


85.526, 75.528 



SD, SE 

1403.4645, 701.7323 


46.5396, 17.5903 



MEDIAN 

2891.884 


60.649 



MIN. MAX 

730.623.3993.093 


38.775.159.476 



5%. 95% 

730623.3993.093 


38.775.159.476 


# of BLQ/ALQ Values 

0/0 


7/0 


Week 3 

N 

4 


8 

0.0084 

MEAN, GEO MEAN 

2797.821,2723.525 


112.986, 100.508 



SD, SE 

753.7159,376.8580 


57.9667,20.4943 



MEDIAN 

2707.299 


103.153 



MIN. MAX 

1974.522,3802.165 


37.284,228.302 



5%. 95% 

1974.522,3802.165 


37.284,228.302 


# of BLQ/ALQ Values 

0/0 


7/0 


Overall* 

N 

4 


8 

0.0085 

MEAN, GEO MEAN 

2712.346,2557.636 


108.180, 94.473 



SD. SE 

916.4653,458.2327 


61.1329.216138 



MEDIAN 

3079.795 


93.459 



MIN, MAX 

1352.573, 3337.222 


38.030, 228.302 



5%, 95% 

1352.573,3337.222 


38.030, 228.302 



4 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g., ’< 1.234’ will be used as T .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24 -Huuj Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 165 of264) 


Biomaiker NNAL plug NNAL-gluc ((pg/24hr)/ci gate tie per day) _ Analy tical Lab: INB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

4 


NA 

MEAN, GEO MEAN 

36071.731,29425.119 




SD, SE 

19984.6413,9992.3206 




MEDIAN 

41741.728 




MIN, MAX 

8491.667.52311.800 




5%, 95% 

8491.667,52311.800 



n of BLQ/ALQ Values 

0/0 



week 3 

N 

4 


NA 

MEAN, GEO MEAN 

37705.629,34611.491 




SD, SE 

19492.3489,9746.1745 




MEDIAN 

30793.813 




MIN, MAX 

22948.889,66286.000 




5%, 95% 

22948.889,66286.000 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

4 


NA 

MEAN, GEO MEAN 

36888.680,33129.734 




SD, SE 

18231 6851,9115.8431 




MEDIAN 

.36267.771 




MIN, MAX 

15720.278,59298.900 




5%. 95% 

15720.278,59298.900 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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i 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-1 lour Urine Diomaritcrs of Exposure by Timepoint and Overall 

(Page 166 of 264) 


Btomariccr: NNAL plus NNAL- gluc <( pmol/24hrycifiarenc per day) _ Analytical Lab: INB1FQ _ 

Timepoint _ Statistic Smokers _ Non-Smokers- _ F-value* 


Week I 

N 

4 


MEAN, GEO MEAN 

172.423, 140.652 


$D,$E 

95.5266,47.7633 


MEDIAN 

199.525 


MIN, MAX 

40.590,250.050 


5%, 95% 

40.590,250.050 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 


MEAN, GEO MEAN 

180.233, 165.443 


SD,SE 

93.1733,46.5867 


MEDIAN 

147.195 


MIN. MAX 

109.696,316.847 


5%, 95% 

109.696,316.847 


# Of BLQ/ALQ Values 

0/0 

Overall’ 

N 

4 


MEAN, GEO MEAN 

176.328, 158.360 


SD.SE 

87.1476.43.5738 


MEDIAN 

173.361 


MIN, MAX 

75.143, 283.449 


5%, 95% 

75.143,283.449 


NOTE: Values listed were normalized by taking the original biuinaiker and dividing it by the number of cigarettes found in questiun 4 of the weekly survey fur the corresponding week. 

* P-vatue from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Couni of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No, 12226-8450 


Table 14.2,1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 167 of 264) 


Biomarker: NNAL olus NNAL-zluc Ina/nrs Creatinine) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

4 

7 

0.0107 

MEAN, CEO MEAN 

440,191.323.602 

14.314, 10.611 



SD, SE 

307.2483, 153.6242 

11,6080,4.3874 



MF.nrAN 

433932 

7.542 



MIN, MAX 

71.110, 821.789 

3.645,32.298 



5%, 95% 

71.110,821.789 

3.645,32.298 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

8 

0.0085 

MEAN, GEO MEAN 

300.576, 360.790 

19.274, M.570 



SD, SH 

186.7461, 93.3730 

15-4065, 5.4470 



MEDIAN 

341.258 

15.795 



MIN, M.AX 

226.768, 653.021 

3,741.52.000 



5%, 95% 

226.768, 653.021 

3.741,52.000 


#of BLkJ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

8 

0.0085 

MEAN, GEO MEAN 

415.384, 358.342 

17.569, 13.411 



SD, SE 

242.5057,121.2529 

12.7926,4.5229 



MEDIAN 

387.595 

13.741 



MIN, MAX 

148.939, 737.405 

3.693, 39.941 



5%, 95% 

148.939. 737.405 

3,693,39.941 



• P-value from Wiicoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., "<1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 168 of 264) 


Bioroafker: NNAL plus NNAL-gluc (pmol/mg Creatinine) Analytical Lab: INBIPO 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 N 

4 

7 

0.0107 

MEAN, GEO MEAN 

2.104, 1.547 

0.068. 0.050 


SD.SE 

1.4686,0.7343 

0,0555, 0.0210 


MEDIAN 

2.075 

0.036 


MIN, MAX 

0.340,3.928 

0.017,0.154 


5%, 95% 

0.340, 3.928 

0.017.0154 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 N 

4 

6 

0.0085 

MEAN, GEO MEAN 

1.867, 1.724 

0.092. 0.070 


SD.SE 

0.8925,0.4462 

0.0739, 0.0261 


MEDIAN 

1.631 

0.076 


MIN, MAX 

1.084,3.121 

0.018, 0.249 


5%. 95% 

1.084, 3.121 

0.018, 0249 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall N 

4 

8 

0.0085 

MEAN, GEO MEAN 

1.986, 1.713 

0.084,0.064 


SD.SE 

1.1592, 0.5796 

0.0612.0.0217 


MEDIAN 

1.853 

0.066 


MIN, MAX 

0.712,3.525 

0.018,0.191 


5%, 95% 

0.712, 3.525 

0.018,0.191 



* P-value from Witcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject* then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<! .234'will be used as 1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values forthe overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokeis and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 169 of264) 


Bipmarker: NNAL plus NNA L-gluc ((pg/mg CneatinineVcigafetle per day) Analytical Lab: INB1FQ _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

4 


MEAN. GEO MEAN 

33.394,20.575 


SD.SE 

33 9393, 16.9697 


MEDIAN 

23.723 


MIN, MAX 

3.951,82.179 


5%, 95% 

3.951,82.179 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 


MEAN, GEO MEAN 

25.939, 21.917 


SD, SE 

19.1954, 9.5977 


MEDIAN 

18.370 


MIN, MAX 

12.598, 54.418 


5%, 95% 

12.598,54.418 


#of BLQ/ALQ Values 

0/0 

Overall* 

N 

4 


MEAN, GEO MEAN 

29.667,22.351 


SD, SE 

26.4666, 13.2333 


MEDIAN 

21.047 


MIN. MAX 

8.275,68.299 


5%, 95% 

8.275,68.299 


NOTE: Values listed were normalized by taking the original bioniarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
* P-value from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantified nn (e.g., *<] .234’ will be used as ’1.234 s ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
Covance CRU Study No. 


Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bioourkcrs of Exposure by Timcpoiitt and Overall 

(Page 170 of 264) 


Biomarker: NNAL plus NNAL-elug (Ipmol/ma Creatinine Vcigarelte per day) 


Timepoint 


Week 1 


Week 3 


Overall 


Statistic 

Smokers 

N 

4 

MEAN, GEO MEAN 

0.160,0.099 

SD, SE 

0.1622,0.0811 

MEDIAN 

0,114 

MIN, MAX 

0.019, 0.393 

5%. 95% 

0.019,0.393 

# of BLQ/ALQ Values 

0/0 

N 

4 

MEAN, GEO MEAN 

0.124. 0.104 

SD, SE 

0.0918,0.0459 

MEDIAN 

0.088 

MIN, MAX 

0.060, 0.260 

5%, 95% 

0.060, 0.260 

# of BLQ/ALQ Values 

0/0 

N 

4 

MEAN, GEO MEAN 

0.142,0.107 

SD, SE 

0.1267,0.0633 

MEDIAN 

0 . 10 ! 

MIN, MAX 

0.040, 0.327 

5%, 95% 

0.040. 0.327 


Analytical Lab: 1NB1FO 


Non-Smokers 


P-value* 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomatker and dividing it by the number of cigarettes fuund in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxou rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics aemss subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as *1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439043 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


r 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepomt and Overall 

(Page 171 of 264) 


Biomarker: NNAL plus NNAL-gluc (ng/mL) 

Analytical Lab: INB1FO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

4 

7 

0.0031 

MEAN. OEO MEAN 

445.0,404.7 

10.4, 10.4 



sd.se 

205.33,102.66 

0.00,0.00 



MEDIAN 

453.9 

10.4 



MIN, MAX 

203.8. 668.3 

10 4,10.4 



5%, 95% 

203.8, 668.3 

10.4,104 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

8 

0.0033 

MEAN, OEO MEAN 

444.2,390.3 

13.7,12.2 



SD, SE 

251.04,125.52 

9.30,3.29 



MEDIAN 

407.0 

10.4 



MIN, MAX 

179.6,783.3 

10.4.36.7 



5%, 95% 

179.6,783.3 

10.4.36.7 


#ef BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

8 

0.0033 

MEAN, GEO MEAN 

444.6,403.5 

13.7,12.2 



SD. SE 

201.70,100.85 

9.30,3.29 



MEDIAN 

460.2 

10.4 



MIN. MAX 

191.7,666.4 

10.4.36.7 



5%, 95% 

191.7,666.4 

10.4,36.7 



a P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439044 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2,1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 172 of 264) 


Biomarkcr: NNAL; 
Timepoint 

Dim NNAL-aluc fpmol/Ll 

Analytical Lab: INBIFO 



Statistic 

Smokers 

Non-Smokers 

P-value 1 

weekl 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

2127.0, 1934.3 

49.7,49.7 



SD, SE 

981.45,490.73 

0.00. 0.00 



MEDIAN 

2169 7 

49.7 



MIN, MAX 

974.2,3194.5 

49.7,49.7 



5%, 95% 

974.2,3194.5 

49,7.49.7 


tt of BLQ/ALQ Values 

(VO 

7/0 


WeekJ 

N 

4 

8 

0.0033 

MEAN, CEO MEAN 

2123.3,1865.7 

65.4, 58.2 



SD, SE 

1199.98,599 99 

44.44, 15.71 



MEDIAN 

1945.2 

49.7 



MIN, MAX 

858.5, 3744.2 

49.7. 175.4 



5%, 95% 

858.5,3744,2 

49.7, 175.4 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

8 

0.0033 

MEAN, GEO MEAN 

2125.2, I928.S 

654, 58.2 



SD, SE 

964.06, 482.03 

44.44, 15.71 



MEDIAN 

2199.5 

49.7 



MIN, MAX 

916.4,3185.4 

49.7,175.4 



5%, 95% 

916.4,3185.4 

49.7, 175.4 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BI.Q/AT.Q values does not apply as the BLQ/AI.Q values were converted to the limit 
of the quantification (e.g., ’<].234* will be used as T234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439045 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepornt and Overall 

(Page 173 of 264) 


Biomarker: NNAL Plus NNAL-cluc (fpc/mLVcinarene per day) 

Analytical Lab: INB1FO 



Timepoint 

Statistic 

Smokers 

"Non-Smokers 

P-value” 

Week 1 

N 

4 


NA 

MEAN. GEO MEAN 

28.5.25.7 




SD, SE 

12.47, 6 24 




MEDIAN 

.31.7 




MIN. MAX 

11.3,39.3 




5%. 95% 

11.3.39.3 



H of BLQ/ALQ Values 

WO 



W?pk 3 

N 

4 


NA 

MEAN. GEO MEAN 

26.9,23.7 




SD, SE 

13-42, 6.71 




MEDIAN 

29.2 




MIN, MAX 

10.0,39.2 




5%, 93% 

10.0,39.2 



tf of BLQ/ALQ Values 

0/0 



Overall* 

N 

4 


NA 

MEAN, GEO MEAN 

27.7,25.1 




SD, SE 

11.53, 5.77 




MEDIAN 

32.2 




MIN, MAX 

10.7.35.9 




5%, 95% 

10,7,35.9 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-valuc from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits withm a subject, then calculating the descriptive statistics across subjects. Count of 8LQ/ALQ values does not apply as the BTQ/ALQ values were converted to the limit 
of the quantification {e.g,, ’< 1.234 ‘will be used as '1.2343 For the averages across visits within a subject thus eliminating all BLQ/AI.Q values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Nun-Smokers of 24-Hour Urine Biumarkera of Exposure by Timepoint ami Overall 

(Page 174 of 264} 


BiomaTker NNALplus NNAL-gluc ((pmol/Lycifiaiette per day) 


Analytical Lab: INB1FO 


Timepotnt 


Week 1 


week 3 


Overall 


Statistic 

Smokers 

N 

4 

MEAN, GEO MEAN 

136.2,123.0 

SD, SE 

59.64,29.82 

MEDIAN 

151.3 

MIN, MAX 

54.1,187.9 

5%, 95% 

54.1,187.9 

# of BLQ/ALQ Values 

0/0 

N 

4 

MEAN, GEO MEAN 

128.6,113.3 

SD, SE 

64.12,32.06 

MEDIAN 

139.8 

MIN. MAX 

47.7,187.2 

5%, 95% 

47.7,187.2 

# of BLQ/ALQ Values 

0/0 

N 

4 

MEAN, GEO MEAN 

132.4, 119.7 

SD, SE 

55.22. 27.61 

MEDIAN 

153.5 

MIN, MAX 

50.9,171.8 

5%, 95% 

50.9.171.8 


Non-Smokers 


P-value 8 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wilcoxon rtuik-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQMLQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 175 of264) 

Biomarkcr: NNAL-Q-alucufcmkk (pmol/L) Analytical Lab: INBIFQ . ..__ _ 

Timepoim _ Statistic Smokers _ Non-Smokers _ P-value* 


Week 1 


week 3 


Overall* 


N 

4 

7 

MEAN. GEO MEAN 

1540.2,1323.6 

0.0, NA 

SD, SE 

910.77,455.39 

0.00,0.00 

MEDIAN 

1451 5 

0.0 

MIN. MAX 

576.1.2681 6 

0.0.0.0 

5%, 95% 

576.1,2681.6 

0.0,0.0 

# of BLQ/ALQ Values 

0/0 

7/0 

N 

4 

7 

MEAN, GEO MEAN 

I3B8.9,1249.1 

0.0, NA 

SD, SE 

729.66, 364.83 

0.00,0.00 

MEDIAN 

1264.3 

0.0 

MIN, MAX 

638.7,2388.1 

O.O.O.fi 

5%. 95% 

638.7,2388.1 

0.0,0.0 

ttof BLQ/ALQ Values 

0/0 

7/0 

N 

4 

7 

MEAN, GEO MEAN 

1464.5, 1315.6 

0.0, NA 

SD. SE 

690.13,345.06 

0.00,0.00 

MEDIAN 

1578.8 

0.0 

MIN, MAX 

607.4, 2093.2 

0.0,0.0 

5%, 95% 

607.4,2093.2 

0.0,0.0 


0.0031 


0.0031 


0.0031 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., '<1 234* will be used as M .234^ for fhe averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Nun-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 176 of264} 


Timepoint 

Statistic 

Smokers Non-Smokers P-value' 

Week I 

N 

4 

NA 


MEAN, GEO MEAN 

97.5,84.1 



SD, SE 

52.09,26.05 



MEDIAN 

100.2 



MIN. MAX 

32.0,157.7 



5%, 95% 

32.0,157.7 



# of BLQ/ALQ Values 

0/0 


WeckJ 

N 

4 

NA 


MEAN, GEO MEAN 

84.0,75.9 



SD, SE 

38.36.19.18 



MEDIAN 

90.5 



MIN. MAX 

35.5.119.4 



5%. 95% 

35.5,119.4 



# of BLQ/ALQ Values 

0/0 


Overall* 

N 

4 

NA 


MEAN, GEO MEAN 

90.8,81.7 



SD, SE 

38.20,19 1ft 



MEDIAN 

107.4 



MIN, MAX 

33.8,114.6 



5%. 95% 

33.8.114.6 


NOTH: Values listed were normalized by taking the original biomarker and dividing it by tbs number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcaxan rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., '<1.234’will he used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Stalislical Comparison Between Smokcis and Non-Smokers of 24-Hour Urine Btomarircrs of Exposure by Timepoint and Overall 

(Page 177 of264) 


Rinmarker: NNAL-O-elucuronide (Dmol/24hr) 

Analytical Lab: INBIFO 





Smokcn 

Non-Smokers 

P-value' 

Week 1 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1911.172, 1513.743 

0.000, NA 



SD, SE 

1220.1075,610.0537 

0.0000, 0.0000 



MEDIAN 

1030.306 

0.000 



MIN, MAX 

432.075, 3352.000 

0 OOO, 0.000 



5%. 95% 

432.075, 3352.000 

0.000, 0.000 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1853.88G, 1823.438 

0.000, NA 



SD. SE 

4012446, 200.6223 

0 0000. 0.0000 



MEDIAN 

1764.388 

0.000 



MIN, M.AX 

1469.010,2417.760 

0.000,0.000 



5%, 35% 

1469.010,2417.760 

0.000, 0.000 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1882.529. 1770.202 

0.000, NA 



SD, SE 

675.7396, 337.8698 

0.0000,0.0000 



MEDIAN 

2005.422 

0.000 



MIN, MAX 

950.543,2568.731 

0.000,0.000 



5%. 95% 

950.543, 2568.731 

0.000,0.000 



■ P-value from Wilcoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as '1.234"} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smelters and Non-Smokers of 24-Hour Urine Biomaikers of Exposure by Timepoint and Overall 

(Page 17g of 264) 


Biomarker: NNAL-O-glucuronidc ((pmQl/24hrVci£argtte per day) _ Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

4 


NA 

MEAN, GEO MEAN 

123.714,96.242 




SD.SE 

75,0082.37.5041 




MEDIAN 

136.837 




MIN, MAX 

24.004. 197.176 




5"/., 95% 

24.004,197.176 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

4 


NA 

MEAN, GEO MEAN 

118.821, 110.767 




SD, SE 

56.0040,28.0020 




MEDIAN 

96.097 




MIN, MAX 

81.612,201.480 




5%. 95% 

81.612. 201.480 



ft of BLQ/ALQ Values 

m 



Overall* 

N 

4 


NA 

MEAN, GEO MEAN 

121.268, 109.622 




SD, SF. 

56.7231,28.3615 




MEDIAN 

125.440 




MIN, MAX 

52,808, 181.383 




5%. 95% 

52.808, 181.383 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum lest. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQMLQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-1 lour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 170 of 264) 


Biomarker: NNAL-O-glucuronide (pmol/mg Creatinine) Analytical Lab; TNBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1.479, 1.058 

0.000, NA 



SD, SE 

0.9830,0.4915 

0.0000,0.0000 



MEDIAN 

1.590 

0.000 



MIN, MAX 

0.201,2.534 

0.000.0.000 



5%, 95% 

0.201,2.534 

0.000.0.000 


ft of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0031 

MEAN. GEO MEAN 

1.228.1.155 

0.000, NA 



SD, SE 

0.5275,0.2638 

0.0000, 0.0000 



MEDIAN 

1.061 

0.000 



MIN. MAX 

0 806,1 985 

0.000,0-000 



5%, 95% 

0.806,1.985 

0.000, 0.000 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

I.3S4,1.189 

0.000, NA 



SD. SE 

0.7197.0.3599 

0.0000. 0.0000 



MEDIAN 

1.326 

oooo 



MIN, MAX 

0.504,2.260 

0.000,0.000 



5%, 95% 

0.504,2.260 

0.000,0.000 



a P-value from Wilcoxon rank-sum lest. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 180 of264) 


Bi omaike r: NNAL-O-glucuronide (fpmotOng CreatinineVciaarettc per day) Analytical Lab: INB1FO ______ 

Timepoint _ Statistic ___ Smokers __ ~ ~~~ "Nan-S moke ra ~ ~ ' P-Caili?' 


Week l 

N 

4 


MEAN. GEO MEAN 

0.1 IO.OXN57 


SD.SE 

0.1034, 0-0517 


MEDIAN 

0.088 


MIN. MAX 

0.011.0.253 


5%. 95% 

0.011,0.253 


* of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 


MEAN, GEO MEAN 

0.081,0070 


sd.se 

0.0553, (1.02*2 


MEDIAN 

0.057 


MIN, MAX 

0.045,0.165 


5%, 95% 

0.045, 0.165 


V of BLQ/ALQ Values 

0/0 

Overall’ 

N 

4 


MEAN, GEO MEAN 

0.096,0.074 


SD.SE 

0.0789,0.0395 


MEDIAN 

0.073 


MtN, MAX 

0.028, 0.209 


594,95% 

0.028.0.209 


NOTE: Values listed were normalized by raking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visit? within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’will be used as ’12341 for (he averages across visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bigmerkera of Exposure by Timepgint and Overall 

{Page 181 of 264) 


Biomarker: Nicotine (n mol/2 4hr) Analytical Lab; INB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

6 

3 

0.0282 

MEAN. OEO MEAN 

9618.834, 7479,916 

7.072, 6.609 



SD. SE 

7409.9864,3025,1143 

3.0623, 1.7680 



MEDIAN 

6290.338 

6.936 



MSN. MAX 

3259.536.19895.897 

4.080, 10.200 



5%, 55% 

3259.536,19895.897 

4.080,10.200 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

2 

0.006$ 

MEAN, OEO MEAN 

8208.238, 7076.088 

7.548, 6.393 



SD, SE 

4490.9820,1833.4357 

5.6738, 4.0120 



MEDIAN 

8354.878 

7.548 



MIN, MAX 

3484.431,13388.466 

3.536, 11.560 



5%. 95% 

3484.431,13388.466 

3.536,11.560 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

6005.220, 5280.694 

7.076, 6.689 



SD, SF. 

2926.7725, 1308.8925 

2.7799. 1.3899 



MEDIAN 

7103.308 

6.569 



MIN, MAX 

2126.580.8844.885 

4.284,10.880 



5%, 95% 

2126.580, 8844.885 

4.284,10.880 


# of BLQ/ALQ Values 

0/0 

4/0 


Overall’ 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

8471.514. 7224 185 

R.359, 7.845 



SD, SE 

5060.2532,2065.8397 

2.9810,1.2170 



MEDIAN 

7066.450 

8.S09 



MIN, MAX 

3555.830,15498.722 

3.967, 11.560 



5%. 95% 

3555.83U, 15498.722 

3.967, 11.560 



* P-value from Wilcoxon rank-aum test. 

4 Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of (he quantification (e.g., ’<1.234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439054 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 182 of264) 


Bio marker: Nicotine (»g/24hr) _ Analytical Lab: 1NBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

1360.175, 1213.243 

1.147, 1.072 



ED, EE 

1201.8996, 490.6734 

0.4964, 0.2866 



MEDIAN 

1020.293 

1.125 



MIN. MAX 

528.697,3227.114 

0.662, 1.654 



5%. 95% 

528.697.3227.114 

0.662,1.654 


% of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

2 

0.0668 

MEAN, CEO MEAN 

1331.376,1147.742 

1.225,1.037 



SD, SE 

728.4371,297.3832 

0.9199,0 6505 



MEDIAN 

1355.162 

1.225 



mtn 7 max 

565.175,2171.609 

0.574.1.875 



5%, 95% 

565.175,2171.609 

0.574, 1.875 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

974.047, 856.528 

1.148, 1.085 



SD, SE 

474.7226, 212,3024 

0.4509,0.2255 



MEDIAN 

1152.157 

1.066 



MIN, MAX 

344.931, 1434.640 

0.695, 1.765 



5%, 95% 

344.931, 1434.640 

0.695, 1.765 


# of BLQ/ALQ Values 

0/0 

4/0 


Overall' 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

1374.080. 1171.763 

1.356. 1.273 



SD, SE 

820.7730,3350792 

0.4833, 0.1973 



MEDIAN 

1146.178 

1.396 



MIN, MAX 

576.756,2513.893 

0.644, 1.875 



5%, 95% 

576.756, 2513.893 

0.644, 1.875 



* P-value from Wilcoxon rank-sum test 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439055 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomatkers of Exposure by Timepoint and Overall 

(Page 183 of264) 


Biomarker: Nicotine (fnmol/24hrYcicarette oerdav) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokets 

Non-Smoke is 

P-value' 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

636.191,455.251 




SD. SE 

531.8371,217.1216 




MEDIAN 

535.377 




MIN, MAX 

181.085,1503.563 




5%, 95% 

! 81.085,1503.563 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

765.869, 536.234 




SD, SE 

716.1272,292.3577 




MEDIAN 

451.760 




MIN, MAX 

178.705,2015.446 




5%, 95% 

178.705,2015.446 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

618.861,483.430 




SD, SE 

510.4448.228.2779 




MEDIAN 

394.628 




MIN. MAX 

187.266,1474.148 




5%, 95% 

187.266,1474.148 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

6 


NA 

MEAN. GEO MEAN 

678.707,553.168 




SD, SE 

433.9425,177.1563 




MEDIAN 

612.633 




MIN, MAX 

221.461.1239.200 




5%,y5% 

221.461,1239.200 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as M.234 1 ) for die averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439056 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

{Page 184 of 264) 


Biomarker. Nicotine (fuR/24hr)/rigarette per day) Analytical Lab: INB1FQ 


TiirwDoinl 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

103.190, 73.842 




SD, SE 

86.2639, 35.2171 




MEDIAN 

86.839 




MIN, MAX 

29.372,243.878 




5%, 95% 

29.372,243.878 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

124.224, 86.977 




SD. SR 

116 1556, 47.4203 




MEDIAN 

73.276 




MIN, MAX 

28.986, 326.905 




5%, 95% 

28.986, 326.905 



# of SLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

100.380, 78.413 




SD, SE 

82.7940, 37.0266 




MEDIAN 

64.009 




MIN, MAX 

30.375, 239.107 




5%, 95% 

30.375,239.107 



4 Of BLQ/ALQ Values 

0/0 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

110.087, 89.724 




SD, SE 

70.3855, 28.7347 




MEDIAN 

99.370 




MIN, MAX 

35.921, 200,998 




5%, 95% 

35.921,200.998 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., '<1.234' will be used as' 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439057 




RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biorriarkers of Exposure by Timepoint and Overall 

(Page 185 of 264) 


Bioroarker: Nicotine (nmol/mg Creat inine) _ Analytical Lab: 1NBIFO 


Titnepoint 

Statistic 

Smokets 

Non-Smokers 

P-value‘ 

Week 1 

N 

6 

3 

0.0275 

MEAN, GEO MEAN 

6.631,5.419 

0.005,0.005 



SD, SE 

4.3231,1.7649 

0.0006,0.0003 



MEDIAN 

5.003 

0.005 



MIN, MAX 

1.717,12.677 

0.004,0.005 



5%. 95% 

1.717,12.677 

0.004,0.005 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

6.414.5.576 

0,008,0.006 



SD, SE 

3.4787, 1.4202 

0.0064.0.0045 



MEDIAN 

6 483 

O.OOS 



MIN, MAX 

2.159,12.067 

0.003,0.012 



5%, 95% 

2.159, 12.067 

0.003,0.012 


U of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

5.449,5.159 

0.006,0.005 



SD. SE 

2.0593,0.9210 

0.0024,0.0012 



MEDIAN 

4.773 

0,006 



MIN. MAX 

3.605, 8.447 

0.003,0.008 



5%, 95% 

3.605, 6.447 

0.003,0.008 


# of BLQ/ALQ Values 

0/0 

4/0 


Overall* 

N 

6 

6 

0.0050 

MEAN, GEO MEAN 

6.376,5.742 

0.006,0.006 



SD, SE 

3.0639, 1.2508 

0.0032,0.0013 



MEDIAN 

5.903 

0.005 



MIN, MAX 

2.883, 10.457 

0.004,0.012 



5%, 95% 

2.863, 10.457 

0.004,0.012 



* P value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
I of the quantification (e.g., '<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439058 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 142.1-2 

Statistical Comparison Between Smokera and Non-Swiukera of24-Hcur Urine Biomai'kers of Exposure by Tjmcpoinl and Overall 

(Page 186 of 264) 


:ine fue/mc Creatinine) Analytical Lab: 1NBIFO 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

1.076,0.879 

0.001,0.001 


SD.SE 

0.7014,0.2863 

0.0000.0.0000 


MEDIAN 

0.812 

0.001 


MIN. MAX 

0.278.2.056 

0.001,0.001 


5%. 95% 

0 278,2 056 

0.001,0.001 


# of BLQ/ALQ Values 

0/0 

3/0 


N 

6 

2 

0.0668 

MEAN. GEO MEAN 

1.040,0.904 

0.00 l,NA 


SD.SE 

0.5642, 0.2303 

0.0014, 0.0010 


MEDIAN 

1.052 

0.001 


MIN, MAX 

0.350,1.957 

0.000, 0.002 


5%, 95% 

0.350,1.957 

0.000, 0.002 


# of BLQ/ALQ Values 

0/0 

2/0 


N 

5 

4 

0.0179 

MEAN, GEO MEAN 

0.884, 0.837 

0.001, NA 


SD.SE 

0.3339, 01493 

0.0005, 0,0003 


MEDIAN 

0.774 

0.001 


MIN, MAX 

0.585.1.370 

0 000.0 001 


5%, 95% 

0.585.1.370 

0.000,0.001 


# of BLQ/ALQ Values 

0/0 

4/0 


N 

6 

6 

0.0043 

MEAN, GEO MEAN 

1.034,0.931 

0.001, NA 


SD.SE 

0.4971,0.2029 

0.0006, 0.0003 


MEDIAN 

0.958 

0.001 


MIN, MAX 

0.467,1.696 

0.000, 0.002 


5%, 95% 

0.467,1.696 

0.000,0.002 



Time point 


Week 1 


Week 2 


Week 3 


Overall’ 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tire BLQ/ALQ values were converted to the limit 
of the quantification (eg.. ’<! .234' will be used as *1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439059 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 - 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 187 of 264) 


Biomarker; Nicotine ((nrool/me. CreatinineVcicarette per day) Analytical Lab: INB1FQ _________ __ 

Timepoint _ Statistic _ Smokers _ Non-Smokers P-value" 


Week 1 

N 

6 


MEAN, GEO MEAN 

0 455,0.329 


SD.SE 

0.3700,0.1511 


MEDIAN 

0-360 


MIN, MAX 

0.095. 1.056 


5%, 95% 

0.095, 1.056 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

fi 


MEAN, GEO MEAN 

0.582,0.423 


SD, SE 

0.4804,0.1961 


MEDIAN 

0.364 


MIN, MAX 

0.108, 1.275 


5%, 95% 

0.108. 1.275 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

0.608, 0.472 


SD, SE 

0.4860, 0.2173 


MEDIAN 

0.552 


MIN, MAX 

0.180,1.408 


5%, 95% 

0.180, 1.408 


# of BLQ/ALQ values 

0/0 

Overall’ 

N 

6 


MEAN, GEO MEAN 

0.538, 0.442 


SD, SE 

0.3327, 0.1358 


MEDIAN 

0.495 


MIN, MAX 

0.156,0.948 


5%. 95% 

0.156,0.948 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question A of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439060 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers uCExpcsureby Timepuinl and Overall 

{Page 188 of 264) 


Biomarker: Nicotine (t 'ug/mg Great in ineVcigareCte per day) Analytical lib: INBIFQ 


Timepoint 

Statistic 

Smokers 

Week I 

N 

6 

MEAN, GEO MEAN 

0 074,0.053 


SD.SE 

0.0601.0.0245 


MEDIAN 

0.059 


MIN. MAX 

0.015,0.171 


5%, 95% 

0.015,0.17! 

tt of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 

MEAN, GEO MEAN 

0.095,0.069 


SD.SE 

0.0779,0.0318 


MEDIAN 

0.059 


MIN. MAX 

0.018,0.207 


5%, 95% 

0.018.0.207 

tt of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 

MEAN, GEO MEAN 

0.099,0.077 


SD.SE 

0.0787,0.0352 


MEDIAN 

0.090 


MIN, MAX 

0.029.0.228 


5%. 95% 

0.029,0.228 

tt of BLQ/ALQ Values 

0/0 

Overall* 

N 

6 

MEAN, GEO MEAN 

0.087.0.072 


SD.SE 

0.0540,0,0220 


MEDIAN 

0.081 


MfN, MAX 

0.025,0.154 


5%. 95% 

0.025,0.154 


Non-Smokers 


P-value 1 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey foTthe corresponding week. 

* P-value from Wilcoxon rank-sutn test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ‘1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1:24 July 2002 


Page 480 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



(N 




O 

10 

■'3- 

00 

I 

'O 

CN 

CN 

CN 


O 

Z 

■5* 

■*■» 

CO 

D 

oi 

U 

V 

o 

§ 

> 

o 

O 


2 

5 


H 

£ 

a 

a 

co 

a 

X 

LU 

•*- 

O 

2 

u 

* 

O 

£ 

o 

c 

’C 

« a 3 

rJc 

X o 

w 4 m 

Ol Cl 


g gp 

O (2 


o 

z 


CO 

e 


o 

u 

8 

.§ 

3 


<n 3 <M * 

J ~ °' <=> ^ 
O' —I — 


■ m , 


cl 


St K o oi 

S = ^ ■* 




® * 

<Ti • „ 

n P" 1 


00 K) Cl 
. 3 ^ n oo 
4 _• r *5 00 _ 
1 , O <* P 

r £ “ ~ *> o 


z 2 M . 5 s a 3 

OOgz^g 


o 5 9 ^ 

^HdrtS2§ 

^ ^ ” o' o « 

rr, O') • • 


; <o $ <2 o 


Z £ *Q * <* < 

^ Q w Z ^ X 

< * CQ 


^■12 « c, 

, ci -5 «. £ 1 


" 00 Cl o 
2 »C On ■'t 
ST -< ^ o. on 

>3t.£ks3 s 
S d " S «i 

fn CN O ci 
5 00 <N *n 


K. C"* 

^ — O' v> 

[C Tf o «o 

, St a 8 8 

‘ ■V £ ^ ’“1 —T 

—■ : ci oc ‘ 


ci 


CO 
, « 
On 


«n Q 
d no 


2 

•o 


> 

< 

5 


U) 


fi 


5 

‘I 

^ 5 
'3 o 

> -5 


S* 

25 
S * 


e 


rC 


o 


<1> 

Ofl 

bS 

a, 


PM3006438995 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 


Draft 1: 24 July 2002 




PM3006439062 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 190 of 264) 


Biomarker: Nicotine (ng/mL) _ Analytical Lab: INBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

1167.4,720.8 

0.6,0.6 



SD.SE 

1256.24,513.67 

0.00.0.00 



MEDIAN 

550.6 

0.6 



MIN. MAX 

220.0, 3363.8 

0.6. 0.6 



5 %, 95% 

220.0,3363.8 

0.6,0.6 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

2 

0.0651 

MEAN, GEO MEAN 

982.4, 681.2 

0.6,0.6 



SD.SE 

874.12, 356.86 

0.00,0.00 



MEDIAN 

612.3 

0.6 



MIN. MAX 

292.8,2335.1 

0.6,0.6 



5%. 95% 

292.8,2335.1 

0.6, 0.6 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0151 

MEAN. GEO MEAN 

551.6.482.2 

0.6,0.6 



SO, SF. 

284.63, 127.29 

0.00, 0.00 



MEDIAN 

667.3 

0.6 



MIN, MAX 

248.0, 858.7 

0.6, 0.6 



5%, 95% 

248.0, 858.7 

0.6, 0.6 


ff of BLQ/ALQ Values 

0/0 

4/0 


Overall* 

N 

6 

6 

0.0028 

MEAN. GEO MEAN 

974.0,707.3 

0.6.0.6 



SD.SE 

836.80,341.62 

0.00,0.00 



median 

5699 

0.6 



MIN, MAX 

253.8,2185.9 

0.6.0.6 



5%, 95% 

253.8,2185.9 

0.6,0.6 



j * P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BT.Q/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1:24 July 2002 


Page 482 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006439063 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page- 191 of 264) 


Biomarker: Nicotine ('(nmol/LVcigarette per day) Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Week 1 

N 

6 

MEAN, GEO MEAN 

525.7,270.5 


SD,SE 

636.62,259.90 


MEDIAN 

322.6 


MIN, MAX 

67.8.1728.2 


5 %, 95 % 

67.8,1728.2 

# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 

MEAN, GEO MEAN 

526.4,318.3 


SD, SE 

504.53,205.97 


MEDIAN 

365.7 


MIN, MAX 

90.3, 1308.7 


5%. 95 % 

90.3, 1308.7 

# of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 

MEAN. GEO MEAN 

342.3,272.1 


SD. SE 

231.29.103.44 


MEDIAN 

256.8 


MIN, MAX 

76.4,685.7 


5%, 95% 

76.4,685.7 

# Of BLQ/ALQ Values 

0/0 

Overall* 

N 

6 

MEAN, GEO MEAN 

475.7, 337.9 


SD, SE 

389.64, 159.07 


MEDIAN 

447.2 


MIN, MAX 

78.2,1159.4 


5%. 95% 

78.2,1159.4 


Non-Smokers 


P-valtie a 


NA 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439064 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-IIour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 192 of264) 


Bio marker: ’Nicotine ((ne/mLVc i earette per day) 

Analytical Lab; INB1FO 



Timepoint 

Statistic 

Smokers 

NoTi-STnokeiy 

P-value* 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

85.3, 43.9 




SD.SE 

103-25, 42.15 




MEDIAN 

52.3 




MIN. MAX 

11.0.280.3 




5%, 95% 

11.0,280.3 



tt of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

85.4,51.6 




SD, SE 

81.86, 33.42 




MEDIAN 

59.3 




MIN, MAX 

14,6,212.3 




5%, 95% 

14.6,212.3 



it of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

55.5,44.2 




SD.SE 

37.50. 16.77 




MEDIAN 

41.7 




MIN, MAX 

12.4,111.2 




5%, 95% 

12.4,111.2 



# Of BLQ/ALQ Values 

0/0 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

77.2, 54.8 




SD.SE 

63.21.25.81 




MEDIAN 

72.6 




MIN. MAX 

12.7,188.1 




5%, 95% 

12.7,188.1 




NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-vaiue from Wilcoxnn rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does nol apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as '! 234’) for the averages across visits within a subject Ihus eliminating ail BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biorrrarkcrs of Exposure by Trmepointand Overall 

(Page 193 of 264) 



Analytical Lab: INB1FO 




Scaiistic 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

6 

2 

0.0651 

MEAN, GEO MEAN 

2601.8.1698.4 

9.3,9.3 



SD.SE 

2910.33,1188.14 

0.00,0.00 



MEDIAN 

im.2 

9.3 



MIN, MAX 

403 4, 8373.6 

9.3.9.3 



5%. 95% 

403.4, 8373.6 

9.3,9.3 


# of BLQ/ALQ Values 

0/1) 

2/0 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

2877.9,2365.5 

27.7,20.7 



SD,SE 

2171.62,886.56 

25.95, 18.35 



MEDIAN 

2046 6 

27.7 



MIN. MAX 

1145.6,6965.8 

9.3,46.0 



5%. 95% 

1145.6,6965.8 

9.3,46.0 


# of BLQ/ ALQ Values 

0/0 

2fl) 


Week 3 

N 

5 

4 

0.0151 

MEAN, GEO MEAN 

1850.7, 1460.3 

93, 9.3 



SD, SE 

1312.92,587.16 

0.00,0.00 



MEDIAN 

1299.6 

9.3 



MIN, MAX 

432.7,3839.2 

9.3,9.3 



5%, 95% 

432.7, 3839.2 

9.3, 9.3 


ff of BLQ/ALQ Values 

0/0 

4/0 


Overall* 

N 

6 

6 

0.0037 

MEAN, GEO MEAN 

2495 4, 1962.5 

11.3.10.7 



SD, SE 

2051.46, 837.50 

4.98,2.03 



MEDIAN 

1908.5 

9.3 



MIN, MAX 

797.4,6392.9 

9/3,'21.5 



5%, 95% 

797.4,6392.9 

9.3,21.5 



" P-valuc from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLO/ALO values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<! .234’ will be used as ’1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No, 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 194 of 264) 


Analytical Lab: INBIFQ 



Statistic 

Smokers Non-Smokers 

P-value’ 

Week 1 

N 

6 

NA 


MEAN, CEO MEAN 

173.8,103.3 



SD.SE 

255.97, 104.50 



MEDIAN 

72.4 



MIN, MAX 

55.6. 697.8 



5%, 55% 

55.6, 697.8 



# of BLQ/ALQ Values 

0/0 


week 2 

N 

6 

NA 


MEAN, GEO MEAN 

251.7, 179.3 



SD,SE 

223.92,91.42 



MEDIAN 

165.8 



MIN, MAX 

57.3, 633.3 



5%, 95% 

57.3, 633.3 



ft of BLQ/ALQ Values 

0/0 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

185.7, 133.7 



sn, SR 

161.67.72.30 



MEDIAN 

72.2 



MIN, MAX 

64.1,400.1 



5%, 95% 

64.1,400.1 



ft of BLQ/ALQ Values 

0/0 


Overall* 

N 

6 

NA 


MEAN. GEO MEAN 

201.4,145.3 



SD.SE 

190.41,77.73 



MEDIAN 

115.5 



MIN. MAX 

59.0,550.3 



5%, 957a 

59.0. 550.3 


NOTE: Values listed were normalized by taking the 
* P-value from Wilcoxon rank-sum test. 

original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

as the BLQ/ALQ values were converted to the limit 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply 
of the quantification (e.g,, '<1.234’will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 105 of 264) 


Biomarker Nkotine-N-glucuronide i'nmol/24hr) Ana l ytical Lab : 1NB 1FO__________ _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

6 


MEAN, GEO MEAN 

3721.249,2858.728 


SD, SE 

2425.2308,990.0963 


MEDIAN 

3264.808 


MIN. MAX 

548.624.7285.032 


5%. 95% 

548.624.7285.032 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

4160.740, 3985.670 


SD, SE 

1399.0642,571.1656 


MEDIAN 

3587.759 


MIN, MAX 

2816.360,6478 194 


5%, 95% 

2816.360,6478.194 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

3377.796,2594.128 


SD, SE 

2201.0589.984.3435 


MEDIAN 

3139.430 


MIN, MAX 

597.126, 5950.760 


534,95% 

597.126, 5950.760 


H of BLQ/ALQ Values 

0/0 

Overall* 

N 

6 


MEAN, GEO MEAN 

3758.070, 3321.287 


SD, SE 

1913,2244,781.0706 


MEDIAN 

3384.818 


MIN. MAX 

1320.703,6571.329 


5%, 95% 

1320.703,6571,329 


2 00668 

19.530, 17.646 
11.8370, 8.3700 
19.530 

11.160.27.900 

11.160.27.900 

2/0 

2 0.0668 

39.730, 38.893 
11.4693, 8.1100 
39.730 

31.620,47.840 
31.620,47.840 
2/0 

4 0.0200 

19.353, 18.296 
7.6038, 3.8019 
17.968 

11.718, 29.760 
11.718, 29.760 
4/0 

6 0.0051 

24.798, 24.160 
5.9768, 2.4400 
25.737 

16.740,31.620 

16.740,31.620 


1 P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the onantification (e.g., ’<1.234’willbe used as 7.2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 196 of 264) 


Bioma rker: Nicotinc-N-glucufonide ((nmol/24hrVci garette per day) _ Analytical lab: 1NB1FQ 


Timepoint 

Statistic 

Snickers 

Non-Smokers 

P-value' 

week I 

N 

6 


NA 


MEAN. GEO MEAN 

216.883, 173.991 




SD, SE 

193.3379,78.9299 




MEDIAN 

152 465 




MIN. MAX 

91.437,607.086 




5%. 95% 

91.437,607.086 



I 

If of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 


MEAN, GEO MEAN 

377.385,302.039 




SD, SE 

290.7399,118.6941 




MEDIAN 

231 422 




MIN, MAX 

163.182.871.789 




5%, 95% 

163.182, 871.789 




# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 


MEAN, GEO MEAN 

345.192,237.484 




SD, SE 

330.7153. 147.9004 




MEDIAN 

156.972 




MIN, MAX 

99.521.860.215 




5%, 95% 

99.521,860.215 




# of BLQ/ALQ Values 

0/0 



Overall* 

N 

6 


NA 


MEAN. GEO MEAN 

303.001,242.313 




SD, SE 

231.0965.94.3447 




MEDIAN 

163.854 




MIN, MAX 

133.6 1 6,635.179 




5%, 95% 

133.616.635.179 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

' P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234'will be used as ’1.234^) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439069 


RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Natt-Sniokcrs of 24-Hour Urine Biumarftere of Exposure byTirticpoirn ami Overall 

(Page 197 of 264) 


Biomsrker: Nicotine-N-gliicuronide (nmol/ms Creatinine) 

Analytical Lab: INBrFO 



Timepoint Statistic 

Smokers 

Non-Smokere 

P-value' 

Week 1 N 

6 

2 

0.0668 

MEAN, GEO MEAN 

2.750,2.071 

0.013,0.012 


SD, SE 

1.8455, 0.7534 

0.0021,0.0015 


MEDIAN 

2.837 

0013 


MrN, MAX 

0.452.5.1 IS 

0.011.0.014 


5%, 95% 

0.452,5.118 

0.011,0.014 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 2 N 

0 

2 

0.0668 

MEAN, GEO MEAN 

3.341,3.141 

0.036,0.036 


SD, SF- 

1.3634, 0.5566 

0.0042.0.0030 


MEDIAN 

3.126 

0.036 


MIN, MAX 

1.972, 5.839 

0.033,0.039 


5%, 95% 

1.972, 5.839 

0.033, U.039 


ft of BLQ/ALQ Values 

0/0 

2/0 


Week 3 N 

5 

4 

0.0200 

MEAN. GEO MEAN 

3.039.2.535 

0.015.0.014 


SD, SE 

1.8280,0.8175 

0.0059,0.0029 


MEDIAN 

3.022 

0.015 


MIN, MAX 

1.066,4.929 

Q.009, 0.021 


5%, 95% 

1.066,4.929 

0.009,0.021 


ft of BLQ/ALQ Values 

0/0 

4/0 


Overall’ N 

6 

6 

0.0050 

MEAN, GEO MEAN 

2.992,2.662 

0.019.0.018 


SD, SE 

1.5386,0.6281 

0.0081,0.0033 


MEDIAN 

2.800 

0.020 


MIN. MAX 

1.486, 5.254 

0.011.0.033 


5%. 95% 

1.486,5.254 

0.011,0.033 



* P-value from Wilcoxon tank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count Df BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<l.234’will be used as ’1.234'J for the averages across visits wilhin a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 198 of 264) 


Biomar ker: Nicotlne-N-glucur onide Unmol/mgCreatinine yciearette per day)_ Analytical La b: IN BIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

week l 

N 

6 


MEAN. GEO MEAN 

9.161,0.126 



SD.SE 

0.1384,0.0565 



MEOTAN 

0.103 



MIN, MAX 

0.066,0.427 



5%, 95% 

0.066,0.427 


# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 


MEAN. GEO MEAN 

0.206,0.238 



SD, SF. 

0 2022.0.0826 



MEDIAN 

0.238 



MIN, MAX 

0.099.0.552 



5%, 95% 

0.099,0.552 


# of BLQ/ALQ Values 

0/0 


Week 3 

N 

J 


MEAN. GEO MEAN 

0.325, 0.232 



SD. SE 

0,3027,0.1354 



MEDIAN 

0-178 



MIN, MAX 

0.076,0.822 



5%, 95% 

0.076,0.822 


# of BLQ/ALQ Values 

0/0 


Overatt 

N 

6 


MEAN, GEO MEAN 

0.248, 0.196 



SD, SE 

0.1817,0.0742 



MEDIAN 

0.178 



MIN, MAX 

0.080,0.499 



5%, 95% 

0.080, 0.499 



P-value' 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomatker and dividing it by Ibe number of cigarettes found in question 4 of the weekly survey For the corresponding week. 

* P-value from Wilcoxcm rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., t<l.234'will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biotnarkers of Exposure by Timepoint and Overall 

(Page 199 of 264) 


Biomarker. Sum of Nicotine and Nicotine metabolites (nrool/mg Creatinine^ Analytical Lab: INBIFO 


Timepoinl 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

5 

2 

0.0668 

MEAN, GEO MEAN 

51.700.44.630 

0.084.0.078 



SD, SE 

29.5718,12.0726 

0.0403. 0.0285 



Median 

51,906 

0.084 



MIN, MAX 

17.250.102.868 

0.055,0.112 



5%, 95% 

17.250,102.868 

0.055,0.112 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

55.988,49.589 

0.071, 0.071 



SD, SE 

32.3685.13.2144 

0.0078,0.0045 



MEDIAN 

50.322 

0.075 



MIN. MAX 

28.075, 116.308 

0.062, 0.076 



5%, 95% 

28.075,116.308 

0.062,0.076 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

49.089,42.023 

0.056, 0.053 



SD, SE 

29.2167,13.0661 

0.0193,0.0096 



MEDIAN 

53.238 

0.056 



MIN, MAX 

19.754, 92.206 

0.036, 0.076 



5%, 95% 

19.754, 92.206 

0.036, 0.076 


4 of BLQ/ALQ Values 

0/0 

0/0 


Overall" 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

52.296,45.973 

0.067,0.065 



SD, SE 

29.1763,11.9112 

0.0204,0.0091 



MEDIAN 

51.240 

0.072 



MIN, MAX 

21.693,103.794 

0.043,0.094 



5%, 95% 

21.693, 103.794 

0.043,0.094 



* P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ”<1.234’will be used as ’L234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non*Smokers of 24-Hour Urine Bigmarkere of Exposure by Tiincpoinl ami Overall 

(Page 200 of 2M} 


Biomarker: Sum of Nicotine and Nicotine metabolites ((nmol/me Creatininey cigarette per day) Analytical Lab: INBIFO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value a 


Week I 


week 2 


Week 3 


Overall* 


N 

6 

MEAN, GEO MEAN 

3.034.2.717 

SD, SE 

1.5673, 9.6399 

MEDIAN 

2.510 

MIN. MAX 

1.604.5.143 

5%, 95% 

1.604,5.143 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

4.436,3.758 

SD, SE 

2.6207, 1.0699 

MEDIAN 

4.213 

MIN, MAX 

1.455,8.410 

5%, 95% 

1.455,8.410 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN. GEO MEAN 

4.559, 3.847 

SD, SE 

2.7668,1.2374 

MEDIAN 

4.610 

MIN, MAX 

1.336, 8.873 

5%, 95% 

1.336, 8.873 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GF.0 MEAN 

3.886, 3.448 

SD, SE 

1.8962,0.7741 

MEDIAN 

4.010 

MIN, MAX 

1.465, 6.312 

5%, 95% 

1.465,6.312 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker atid dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14 2,1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 201 of 264) 

Biomarker: Sum of Nicotine and Nicotine metabolites (mfi/mg Creatinine) Analytical Lab: INBIFO . .. 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 

2 

0.0635 

MEAN, GEO MEAN 

0,009,0.007 

0.000. NA 



SD, SE 

0.0048,0.0020 

0.0000,0.0000 



MEDIAN 

0.009 

ooon 



MIN. MAX 

0.003,0.017 

0.000,0.000 



5%, 95% 

0.003,0.017 

0.000,0.900 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

3 

0.0243 

MEAN, GEO MEAN 

0.009,0.008 

0.000, NA 



SD, SE 

0.0052, 0.0021 

0.0000,0.0000 



MEDIAN 

0.008 

0.000 



MIN. MAX 

0.005,0.019 

0.000.0.000 



5%. 95% 

0.005,0.019 

0.000,0.000 


# ofBLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

4 

0.0146 

MEAN, GEO MEAN 

0.008,0.007 

ft.OOO, NA 



SD. SE 

0.0048.0.0021 

0.0000,0.0000 



MEDIAN 

0.009 

0.000 



MIN, MAX 

0.003,0.015 

0.000,0.000 



5%, 95% 

0.003,0.015 

0.000, 0.000 


#ofBLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

6 

5 

0.0055 

MEAN, GEO MEAN 

0.009, 0.008 

0.000, NA 



SD, SE 

0.0046,0.0019 

0.0000,0,0000 



MEDIAN 

0,009 

0.000 



MIN, MAX 

0.004,0.017 

0.000,0.000 



5%, 95% 

0.004, 0.017 

0.000,0.000 



8 P-valuc from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
I of the quantification («.g„ '<1 .234’ will be used as '1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439074 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 202 of 264) 

Rinmarker Sum of Nicotine and Nicotine metabolites (fma/me Cneatininel/cigarette per day) Analytical Lab: 1NB1FO 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Weekl 

N 

6 


NA 

MEAN, GEO MEAN 

0.000, NA 




SD, SE 

0.0005, 0.0002 




MEDIAN 

0.000 




MIN, MAX 

0.000, 0.001 




5%, 95% 

0.000, 0.001 



# ofBLQ/ALQ Values 

0/0 



Week 2 

N 

0 


NA 

MEAN, CEO MEAN 

0.001. NA 




SD, SE 

00005,0.0002 




MEDIAN 

0.001 




MIN, MAX 

0.000, 0.001 




5%. 95% 

0.000,0.001 



# ofBLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

0.001, NA 




SD. SE 

0.0004,0.0002 




MEDIAN 

0.001 




MIN. MAX 

0.000,0.001 




5%, 95% 

0.000,0.001 



H ofBLQ/ALQ Values 

0/0 



Overall’ 

N 

6 


NA 

MEAN, GEO MEAN 

0.001. NA 




SD, SE 

0.0005,0.0002 




MEDIAN 

0.001 




MIN, MAX 

0.000, 0.UO1 




}%, 95% 

0.000, 0.001 




NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BL.Q/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
oflhe quantification (e.g., ^1.234'will be used as'1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439075 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Statistical Comparison Between Smokers end Non 

Biomarker; Sum of Nicotine and Nicotine metabolites (nmol/24hr) Analytical Lab: INBIFO 

-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 
(Page 203 of264) 


1 Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

1 Week I 

N 

6 

2 

0.0668 


MEAN, GEO MEAN 

68080.876,61601 687 

79.565, 70.830 



SD, SE 

26039.2173, 10630.4660 

51.2575,36.2445 



MEDIAN 

79107.641 

79.565 


1 

MIN, MAX 

20949.848,87412.052 

43.320.115.809 



5%, 95% 

20949.848, 87412.052 

43.320. 115.809 



# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

3 

0.0282 


MEAN, GEO MEAN 

69068.865,62930.73S 

94.730, 93.700 



SD, SE 

29783.4963,12159.0614 

164762, 9.5126 



MEDIAN 

721561.694 

103.788 



MIN, MAX 

26881.034,114295.450 

75.712,104.690 



5%, 95% 

26881.034,114295.450 

75.712,104.690 



# of BLQ/ALQ Vatues 

U/0 

0/0 


Week 3 

N 

5 

4 

0.0200 


MEAN, GEO MEAN 

53596.816,43011 516 

72.417,69.294 



SD, SE 

32272.5376, 14432.7176 

24.6747,12.3373 



MEDIAN 

55742.835 

69.746 



MIN, MAX 

11067.738,9578.3.485 

45.436,104,690 



5%, 95% 

11067.738,95783.485 

45486,104.690 



H of BLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

6 

5 

0.0081 


MEAN. GEO MEAN 

65164.772.58044.148 

81.764,78.871 



SD, SE 

28150.9472,11492.5761 

24.3456, 10.8877 



MEDIAN 

71977.959 

74.511 



MIN, MAX 

J9632.873, 99062,755 

54.839. 109.799 



5%, 95% 

19632.673,99062.755 

54.839, 109.799 



* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’] .234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439076 


• # • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.!-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 204 of 264) 


Biomarker: Su m of N icotine and Nicotine metab olites ((nmol/24hrl/ciear;He per day) Analytical Lab: INBIFO _ 

Timepoint _ Statistic _ Smokers _Non-Smokers 


P-value’ 


week l 

N 

6 

NA 


MEAN. GEO MEAN 

3969.881, 3749.268 



SD.SE 

1552.3722,633.7533 



MEDIAN 

3646.083 



MIN, MAX 

2318.472. 6808.809 



5%. 95% 

2318.472,680S.S09 



# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 


MEAN. GEO MEAN 

$695.530.4768.962 



SD, SE 

4031.7410. 1645 9514 



MEDIAN 

4776.254 



MIN, MAX 

2408.502,13290.548 



5%, 95% 

2408.502,13290.548 



# of BLQ/ALQ Values 

U/U 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

4742.508, 3937.563 



SD, SE 

3073.5371.1374.5276 



MEDIAN 

4789.174 



MIN, MAX 

1844.623,9290.473 



5%, 95% 

1844.623,9290.473 



# of BLQ/ALQ Values 

0/0 


Overall* 

N 

6 

NA 


MEAN, GEO MEAN 

4751.341,4324.711 



SD, SE 

2249,8673,918.5045 



MEDIAN 

4386.134 



MIN, MAX 

2480.448, 8299.831 



3%, 95% 

2480.448, 8299.831 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wile ox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439077 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-llour Urine Biomarkers of Exposure by Timcpoint and Overall 

{Page 205 of264) 


Bimmiker: Sum of Nicotine and Nicotine metabolites ftng/24hr) _ Analytical Lab; INBIFO 


Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week I 

N 

6 

2 

0.0068 

MEAN, GEO MEAN 

11.045, 9.994 

0.013,0.012 



SD, SE 

4.2243,1.7246 

0.0085,0.0060 



MEDIAN 

12.834 

0013 



MIN. MAX 

3.399, 14.181 

0.007.0019 



5%, 95% 

3.399, 14.181 

0.007,0.019 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

3 

0.0275 

MEAN, GEO MEAN 

11.205,10.209 

0.015,0.015 



SD, SC 

48317,1.9725 

0.0029,0 0017 



MEDIAN 

11.788 

0.017 



MIN, MAX 

4.361,18.542 

0.012, 0.017 



5%, 95% 

4.361.18.542 

0.012,0.017 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

8.695, 6.978 

0.012,0011 



SD, SE 

5.2354.2.3413 

0.0041,0.0021 



MEDIAN 

9 043 

0.012 



MIN, MAX 

1.796,15.539 

0.007, 0.017 



5%, 95% 

1.796, 15.539 

0.007, 0.017 


ft of BLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

10.572,9.417 

0.013,0.013 



SD, SE 

4.5670,1.8645 

0.0039,0.0017 



MEDIAN 

11.677 

0.012 



MIN, MAX 

3.185,16.071 

0.009,0.018 



5%, 95% 

3.185, 16.071 

0.009,0.018 



* P-valuc from Wilcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 'cl.234’ will be used as '1.234*> for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439078 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smukcre and Non-Sanokers of 24-Hour Urine Biomarkers of Exposure by Timtpoirtt and Overall 

(Page 206 of 264) 


Biomarker Sum of Nicotine and Nicotine metabolites ((mg/24hrycigarette per day) Analytical Lab: INBIFQ _ 

Time point _ Statistic __ Smokers _ Non-Smokers 


P-value 1 


Week I 


Week 2 


Week 3 


Overall* 


MEAN, GEO MEAN 

0.644,0.606 

SD.SE 

0.2520.0.1029 

MEDIAN 

0.592 

min: max 

0.376.1.105 

5%, 95% 

0.376.1.105 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.924, 0.774 

SD.SE 

0.6539, 0.2670 

MEDtAN 

0.775 

MIN, MAX 

0.391,2.156 

5%, 95% 

0391,2.156 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.769,0.639 

SD, SE 

0.4985,0.2229 

MEDIAN 

0.777 

MIN, MAX 

0.299,1.507 

5%. 95% 

0.299,1.507 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN. GEO MEAN 

0.771,0.702 

SD, SE 

0.3647,0.1489 

MEDIAN 

0.712 

MIN, MAX 

0.403.1.346 

5%, 95% 

0.403, 1.346 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarette b found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., *<\ .234’will be used as T .234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439079 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Title 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 207 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (nmol/L) 

Analytical Lab: fNBlFO 



Timepoint 

Statistic _ __ __ 

Smokers 

Non-Smokers 

P-value ! 

Week 1 

N 

6 

2 

0.0651 

MEAN, GEO MEAN 

42916.1,36598.8 

36.1,36.1 



SD, SE 

27913.02, 11395.44 

0.00,0.00 



MEDIAN 

31923.4 

36.1 



MJN.MAX 

15404.3,93914.6 

.36.1.36.1 



5%, 95% 

15404.3,93914.6 

36.1,36.1 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

3 

0.0275 

MEAN, GEO MEAN 

43564.7, 37349.6 

48.3,45.6 



SD, SE 

25097.21. 10245.89 

21 19,12.23 



MEDIAN 

36979.7 

36 I 



MIN, MAX 

14851.4,74519.1 

36,1.72.8 



5%, 95% 

14851.4,74519.1 

36.1,72.8 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

4 

0.0151 

MEAN, GF.O MEAN 

28148.3,24212.6 

.36.1.36.1 



SD, SE 

14484.66, 6477.74 

0.00,0.00 



MEDIAN 

25926.9 

36.1 



MIN, MAX 

8020,1,44901.7 

36.1,36.1 



5%, 95% 

8020.1,44901.7 

36.1,36.1 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

40224.0, 34606.9 

38.5,38.3 



SD. SE 

22647.85,9245.95 

5.46,2.44 



MEDIAN 

33374.7 

36.1 



MIN, MAX 

12758.6, 70848.7 

36.1,48.3 



5%, 95% 

12758.6,70848.7 

36.1,48.3 



a P-va!ue from Wilcoxon rank-sum lest. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<] ,234’wifl be used as 1.2.14) for the averages across visits within a subject thus eliminating aJ] BLQ/ALQ values for the overall statistics. 
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PM3006439080 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarketu of Exposure by Timepoint and Overall 

(Page 208 of 264) 

Rinmarker Sum of Nicotine and Nicotine metabolites (Inmol/LVcigarette per day) Analytical Lab: 1NBIFO 



Statistic 

Smokers 

Non-Smokers 

P-vatue* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

6 

2835.8,2227.5 
2513.94,1026.31 
2086.4 

946.3, 7826.2 
9463,7826.2 

0/0 


NA 

Week 2 

N 

MEAN, CEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 93% 

# of BLQ/ALQ Values 

6 

3525.9, 2830.4 
2429.59,991.88 
2784.8 

1216.4.6702.7 

1216.4.6702.7 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

5 

2524.2,2216.6 

1416.68,633.56 

1954.8 

1266.5,4321.2 

1266.5,4321.2 

06) 


NA 

Overall’ 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

6 

2990.8.2617.2 
1768.98,722,18 

2419.9 

1431.7.6090.2 
1431.7, 6090.2 


NA 


NOTE. Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week 


" P-value from Wilcoxon rank-sum test. , 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as'1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439081 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 209 of 264) 


Biomarkcr; Sum of Nicotine and Nicotine metabolites fmg/L) Analytical Lab: fNBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value” 

Week 1 

N 

C 

2 

0.0651 

MEAN, GEO MEAN 

7.0, 5.9 

0.0, NA 



SD, SE 

4.51,1.84 

0.00,0.00 



MEDIAN 

5.2 

0.0 



MIN, MAX 

2.5.15.2 

00,0.0 



5%, 95% 

2.5. 15.2 

0.0,0.0 


tfofBLQ/ALQ Values 

WO 

0/0 


Week 2 

N 

6 

3 

0.0250 

MEAN, GEO MEAN 

7.1.6.0 

0.0, NA 



SD, SE 

4 09, 1.67 

0.00,0.00 



MEDIAN 

6.0 

0.0 



MIN. MAX 

2.4, 12.1 

00.0,0 



5%, 95% 

2.4, 12.1 

00,0.0 


# of 3LQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

4 

0.0151 

MEAN, GEOMF.AN 

4.6,3.9 

0.0, NA 



SD, SE 

2.35,1.05 

0.00,0.00 



MEDIAN 

4.2 

0.0 



MIN, MAX 

1.3, 7.3 

00,0.0 



5%, 95% 

1.3, 7.3 

0.0,0.0 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

6 

5 

0.0055 

MEAN, GEO MEAN 

6.5,5.6 

0.0, NA 



SD, SE 

3.68,1.50 

0.00,0.00 



MEDIAN 

5.4 

0.0 



MIN, MAX 

2.1, 11.5 

0.0,0.0 



5%, 95% 

2.1, 11.5 

0.0, 0.0 



* P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of rhe quantification (e,g., ’<1.234’will be used as ’1.2343 for the averages across visits within a subject thus eliminating ah BLQ/ALQ values for the overall statistics. 
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PM3006439082 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomaikers of Exposure by Timepoint and Overall 

(Page 210 of264) 


Analytical Lab: TNBIFO 


Timepoint 

Statistic 

Smokers Non-Smokers 

P-value" 

Week 1 

N 

6 

NA 

MEAN, CEO MEAN 

0.5,0.4 



SD, SB 

0.42,0.17 



MEDIAN 

0.4 



MIN, MAX 

0.2,1.3 



5%. 95% 

0.2,1.3 


# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 

MEAN, GEO MEAN 

0.6,0.4 



SD. SE 

0.40,0.16 



MEDIAN 

0.5 



MIN. MAX 

0.2,1.1 



5%, 95% 

0.2,1.1 


# of BLQ/ALQ Values 

0/0 


week 3 

N 

5 

NA 

MEAN, GEO MEAN 

0.4,0.3 



SD, SE 

0.23,0.10 



MEOTAN 

0.3 



MIN. MAX 

0.2.0.7 



5%. 95% 

0.2,0.7 


# of BLQ/ALQ Values 

0/0 


Overall* 

N 

6 

NA 

MEAN, GEO MEAN 

0.5.0.4 



SD, SE 

0.29,0.12 



MEDIAN 

0.4 



MIN. MAX 

0.2,1.0 



5%, 95% 

0.2, i.O 


NOTE: Values listed were normalized by taking the 

original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


3 P'Value from Wilcoxon rank-sum test. 



' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the quantification (e.g„ ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 231 of 264) 


Biomarker: Total 3-hvdro3rycQtinine (nmol.'74irrl Analytical lab: 1NB1FQ 


Timepoint 


Statistic 


Week 1 


Week 2 


Week 3 


Overall* 


Smokers 


Non-Smokers 


P-value’ 


MEAN, GEO MEAN 

33201.994,29446.306 

54.413,41.136 

SD.SE 

16443.9553, 6713.2166 

46 9354,20.9901 

MEDIAN 

32778.032 

39.779 

MIN. MAX 

11447.120,59281.220 

14.880,132.925 

5%. 95% 

11447.120.59281.220 

14.880,132.925 

ft of BLQ/ALQ Values 

0/0 

3/0 

N 

6 

3 

MEAN, (JEU MEAN 

34757.115,29644.668 

35.146,29.986 

SD,SE 

23109.7163,9434.5022 

22.0406. 9.8569 

MEDIAN 

28940.034 

35.650 

MIN, MAX 

13685.048,78161.850 

12.896,70.392 

5%, 95% 

13685.048,78161.850 

12.896,70.392 

# of BLQ/ALQ Values 

0/0 

4/0 

N 

5 

5 

MEAN, GEO MEAN 

25853,932,18736.622 

27.836,26.364 

SD, SE 

246*3.2568. S 1038.6880 

9.8852,4.4208 

MEDIAN 

16042.225 

25.594 

MIN, MAX 

5906.262,68488.280 

15.624,39.680 

5%, 95% 

5906.262.68488.280 

15.624, 39.680 

If of BLQ/ALQ Values 

0/0 

5/0 

N 

6 

6 

MEAN. GEO MEAN 

32056.944,27264.865 

49.377,38.249 

SD. SE 

20295.1308, 8285.4525 

42.9212, 17.5225 

MEDIAN 

25715.951 

37.165 

MIN, MAX 

10346.143,68643.783 

14.467,132.925 

5%, 95% 

10346.143,68643.783 

14.467, 132.925 


0.0081 


0.0081 


0.0051 


* P-value from Wilcoson rank-sum lest. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1 234’will be used as T .2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaikere of Exposure by Timepoint and Overall 

(Page 212 of 264) 


Biomarker: Total 3-hydroxycotinine (ug/24hr) Analytical Lab: INBIFO 


Tiinetxiint 

Statistic 

Smokers 

-- 

• . . 

Non-Smokers 

-- 

.- . - 

P-va1ue‘ 

Week I 

N 

6 



5 



0.0081 


MEAN. GEO MEAN 

6381.423,5659.580 



10.458, 7.907 





SD.SE 

3160.5282, 1290.2802 



9.0208,4.0342 





MEDIAN 

6299.938 



7.646 





MIN, MAX 

2200 136, 11393.850 



2 860, 25.548 





5%. 95% 

2200.136. 11393.850 



2.860,25.548 





# of BLQ/ALQ Values 

0/0 



3/0 




Week 2 

N 

6 



5 



0.0081 


MEAN, GEO MEAN 

6680.318, 5697.705 



6.755, 5.764 





SD, SE 

4441.6877, 1813.3114 



4.2360,1.8944 





MEDIAN 

5562.275 



6.852 





MIN. MAX 

2630.266, 15022.708 



2.479, 13.529 





5%. 95% 

2630.266,15022.708 



2.479, 13.529 





# of BLQ/ALQ Values 

0/0 



4/0 




Week 3 

N 

5 



5 



0.0122 


MEAN, GEO MEAN 

4969.126, 3601.179 



5.350, 5.067 





SD, SE 

4744.1216.2121.6357 



1.8999, 0.8496 





MEDIAN 

3083.316 



4.919 





MIN, MAX 

1135.184, 13163.447 



3.003.7.626 





5%, 95% 

1135.184,13163.447 



3.003.7.626 





# of BLQ/ALQ Values 

0/0 



5/0 




Overall’ 

N 

6 



6 



0.0051 


MEAN, GEO MEAN 

6161.345. 5240.307 



9.490,7.352 





SD, SE 

3900.7240, 1592.4639 



8.2493, 3.3678 





MEDIAN 

4942.606 



7.144 





MIN, MAX 

1988.529, 13193.335 



2.781,25.548 





5%, 95% 

1988.529, 13193.335 



2.781,25.548 





* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234' will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 . 2.1 ~2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure hy Time point and Ovei all 

(Page 213 of 264) 


Biomaricer: Tolal 3-hvdroxvcotinine (fnmol/24hrVcieareae Der davl Analytical Lab. 1NBIFO 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

1886.926, 1792.193 




SD, SE 

439.6634, 261.1415 




MEDIAN 

1852.551 




MIN. MAX 

954.045.2964.061 




5%, 95% 

954.045.2964.061 



» of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

2638.142,2246.506 




SD, SE 

1731.2715,706.7886 




MEDIAN 

1879.397 




MIN, MAX 

1222.808,5570.650 




5%, 95% 

1222.808,5570.650 



n of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

1981.395, 1715.276 




SD, SE 

1106.5131,494.8477 




MEDIAN 

2001.295 




MIN, MAX 

823.186, 3424.414 




5%, 95% 

823.186, 3424,414 



U of BLQ/ALQ Values 

O/O 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

2162.396,2023,888 




SD, SE 

879.8664, 359.2039 




MEDIAN 

1871.419 




MIN. MAX 

1312.972,3432.189 




5%, 95% 

1312.972,3432.189 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g,, ’<1,234’ will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1:24 July 2002 


Page 505 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 




PM3006439086 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers anti Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 214 of 264) 


Biomarker: Total 3-hvdroxvcotinine KitE/24hrVciEaretteT>erdav) _ Analytical Lab: 1NB1FO _ 

Timepoinl _ Statistic _ Smokers _ Non-Smokers _ P-value* 


I 


Week 1 


Week 2 


Week 3 


Overall' 


N 

MEAN, CEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5% 95% 

» of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

n of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 
MIN, MAX 
5%. 95% 


6 

362.667, 344.459 
122.9436, 50.1915 
356.061 

183.367.569.693 

183.367.569.693 
0/0 

6 

507.051,431.779 
332.7503, 135.8447 
361.220 

235,024. 1070.679 
235.024, 1070.679 
0/0 

5 

380.824, 329.676 
212.6719, 95.1097 
384.649 

158.216.658.172 

158216.658.172 
0/0 

6 

415.613, 388.991 
169.1105, 69.0391 
359.687 

252.353, 659.667 
252.353, 659.667 


NA 


NA 


NA 


NA 


NOTE. Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-vfllue from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a suhject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as' 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1: 24 July 2002 


Page 506 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006439087 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 2-4-Hour Urine Biomarkers of Exposure by Time point and Overall 

{Page 215 of 264) 


Biomaifcer. Total 3-hvdroxYCOtminc (nmol/mgCreatinine) 

Analytical Lab. 1NB1FO 



Timcpoint 

Statistic 

Smokers 

Non-Smokeis 

P-valuc* 

Week 1 

N 

6 

5 

0.0080 

MEAN, GEO MEAN 

26.386,21.334 

0.040,0.032 



SD, SE 

21.9570, 8.9639 

0.0326, 0.0146 



MEDIAN 

20.188 

0.025 



MIN. MAX 

9.426, 70.006 

0.019. 0.096 



5%, 95% 

9.426, 70.006 

0.019, 0.096 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0075 

MEAN, OEO MEAN 

26.860,23.360 

0.021,0,020 



SD, SE 

25.1708,10.2759 

0.0073,0.0032 



MEDIAN 

19.587 

0.026 



MIN. MAX 

14.293,79.538 

0.011.0.026 



5%. 95% 

14.293, 79.538 

0.011,0.026 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

24.228,18.306 

0.021,0.020 



SD, SE 

23.6263, 10.5660 

0.0070,0.0031 



MEDIAN 

15.321 

0.023 



MIN, MAX 

9.955, 65.930 

0.012,0.028 



5%, 95% 

9.955, 65.930 

0.012,0.028 


It of BLQ/ALQ Values 

0/0 

5/0 


Overall* 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

26.4%, 21.465 

0.015, 0.028 



SD. SE 

22.6461,9.2452 

0.0306,0.0125 



MEDIAN 

18.599 

0.024 



MIN, MAX 

II.420.71.825 

0.014,0.096 



5%, 95% 

11.420,71.825 

0.014, 0.096 



1 P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 216 of264) 


Biomaifcer Total 3-hydroxycotmme (iifi/mg Creatinine) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

5 

5 

0.0080 

MEAN, GEO MEAN 

5.071,4.100 

0.008, 0.006 



SD.SE 

4.2201, 1.7228 

0,0059,0.0027 



MEDIAN 

3.880 

0.005 



MIN, MAX 

1.812,13.455 

0.004.0.018 



5%, 95% 

1.812,13.455 

0.004,0.018 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

0 

5 

0.0075 

MEAN, GEO MEAN 

5.547, 4.490 

0.004, 0.004 



SD.SE 

4.8377, 1.9750 

0.0014.0.0006 



MEDIAN 

3.765 

0.005 



MTN, MAX 

2.747.15.287 

0.002, 0.005 



5%, 95% 

2.747, 15.287 

0.002,0.005 


# of BLQ/ALQ Values 

wo 

4/0 


Week 3 

N 

5 

5 

0.0119 

MEAN, GEO MEAN 

4.657,3.518 

0.004, 0.004 



SD.SE 

4.5411,2.0309 

0.0013,0.0006 



MEDIAN 

2.945 

0.004 



MIN, MAX 

1.913,12.672 

0.002,0.005 



5%, 95% 

1.913, 12.672 

0.002,0.005 


# of BLQ/ALQ Values 

0/0 

5/0 


Overall’ 

N 

ft 

6 

0.0051 

MEAN, GEO MEAN 

5.093,4.126 

0.007,0.005 



SD, SE 

4.3527,1.7770 

0.0056,0.0023 



MEDIAN 

3.575 

0.005 



MIN. MAX 

2.195, 13.803 

0.003,0.018 



5%, 95% 

2.195, 13.805 

0.003,0.018 



* P-valuc from Wilcoxon rank-sum teat. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<( .234* will be used as T .234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14 2.1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaikers of Exposure by Timepoint and Overall 

(Pa$e 217 of 264) 

■Rinmarker- Total 1-hvHmxvcotinine f/nmol/me CreatinineVciearette oer dav) Analytical Lab: INBIFO . 

Timepoiot 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

1.505,1.2 98 




SD, SE 

1.0220,0.4172 




MEDIAN 

1.142 




MTN, MAX 

0.680, 5-500 




5%, 95% 

0.680,3.500 



# of BLQ/A LQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

2.096.1.770 




SD, SE 

1.3236,0.5404 




MEDIAN 

1.534 




MIN, MAX 

0.739,3.977 




5*<4, 95% 

0.739.3.977 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

1.955, 1.676 




SD, SE 

1.0343.0.4626 




MEDIAN 

1.757 




MIN, MAX 

0.553,3.297 




5%, 95% 

0.553.3.297 



# of BLQ/ALQ Values 

0/0 



Overall" 

N 

6 


NA 

MEAN, GEO MEAN 

1.807. 1.601 




SD, SE 

1.0054,0.4104 




MEDIAN 

1.548 




min. MAX 

0.763, 3.591 




5%. 95% 

0.763, 3.59! 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g.. k:!,234’wil1beusedas ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439090 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 218 of 264) 


Biomarkcr: Total 3-hvdroxycotininc t( tig/me Creatinine Vcisarelle per day) Analytical Lab: [NBIFO _ 

Titnepoint _ Statistic _ Smokers _ Non-Srnokere _ P-vaiue‘ 


Week 1 


Week 2 


Week3 


Overall* 


N 

6 

MEAN, GEO MEAN 

0.290,0.250 

SD, SE 

0.1964,0.0802 

MEDIAN 

022(1 

MIN, MAX 

0.131,0.S73 

5%, 95% 

0.131,0.673 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.403,0.340 

SD, SE 

02544,0.1038 

MEDIAN 

0.295 

MIN, MAX 

0.142,0.764 

5%, 95% 

0.142,0.764 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.376,0.322 

SD, SE 

0.1990,0.0890 

MEDIAN 

0.338 

MIN, MAX 

0.106,0.634 

5%, 95% 

0.106,0.634 

#ofBLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.347,0.308 

SD, SE 

0.1931,0.0788 

MEDIAN 

0.298 

MIN, MAX 

0.147,0.690 

5%, 95% 

0.147,0.690 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wiicoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. '<1.234' will be used as '1.234') fortbe averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokcra of 24-Hour Urine Biomaikcrs of Exposure by Timepoint and Overall 

(Page 219 of264) 


Biomarker: Total 3-hydroxycotmine (ntnol/L) Analytical Lab: INB1FQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

6 

5 

0.0075 

MEAN, GEO MEAN 

18760.8, 17494.6 

24.5,20.3 



SD, SE 

6817.90,2783.39 

16.64, 7.44 



MEDIAN 

20361-5 

12.4 



MIN, MAX 

8417.0,25578.5 

12.4,44.5 



5%. 95% 

8417.0,25578.5 

12.4,44.5 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

19977.0, 17594.2 

18.3,15.8 



SD, SE 

10727.64,4379.54 

13.19, 5.90 



MEDIAN 

18523.4 

12.4 



MIN, MAX 

7560.8,37689.3 

12.4,41.9 



5%, 95% 

7560.8,37689.3 

12.4,41.9 


ft of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

5 

0.0075 

MEAN, GEO MEAN 

12925.5, 10547.5 

12.4,12.4 



SD. SE 

9343.85.4178.70 

0.00.0.00 



MEDIAN 

9437.8 

12.4 



MIN, MAX 

4279.9,27954.4 

12.4,12.4 



5%, 95% 

4279.9,27954.4 

12.4,12.4 


ft of BLQ/ALQ values 

0/0 

5/0 


Overall 

N 

6 

6 

0.0043 

MEAN, GEO MEAN 

18260.5, 16211.6 

20.6,17.8 



SD, SE 

9101.47,3715.66 

12.90,5.27 



MEDIAN 

17343.5 

12.4 



MIN, MAX 

6752.6.31633.9 

12.4,40.9 



5%, 95% 

6752.6,31633.9 

12.4,40.9 



4 P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by 7 imepomt and Overall 

( Page 220 of 264) 


Biomarker Total 3-hydroxycotim‘nc (ng/ml.) 

Analytical I ab: INRIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

5 

0.0075 

MEAN, GEO MEAN 

3605.8, 3362.4 

4.7,3.9 



SD.SE 

1310.43,334.98 

3.21, 1.44 



MEDIAN 

3913.5 

2.4 



MrN, MAX 

1617.7,4915 2 

24. 8.6 



5%. 95% 

1617.7,4916.2 

2.4, 8.6 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.006/ 

MEAN, GEQ MEAN 

3839.6, 3381.6 

3.5,3.1 



SD, SE 

2061.85, 841.75 

2.55,1.14 



MEDIAN 

3560.2 

2.4 



MW, MAX 

1453-2, 7243.9 

2.4.8.1 



5%. 95% 

1453.2, 7243.9 

2.4, 8.1 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 2 

N 

5 

5 

0.0075 

MEAN, GEO MEAN 

2484.3,2027.2 

2.4,2.4 



SD.SE 

1795.88.803.14 

0.00,0.00 



MEDIAN 

1813.9 

2.4 



MIN. MAX 

822.6, 5372.8 

2.4,2,4 



5%, 95% 

822.6, 5372.8 

2,4, 2,4 


U of BLQ/ALQ Values 

0/0 

5/0 


Overall* 

N 

6 

6 

0.0043 

MEAN, GEO MEAN 

3509.7,3115.9 

4.0. 3 .4 



SD, SE 

1749.33,714.16 

2.50,1.02 



MEDIAN 

3333.4 

2.4 



MIN, MAX 

1297.8, 6080.1 

2.4, 7.9 



5%, 95% 

1297.8, 6080.1 

2.4, 7.9 



4 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., '< 1.234* will be used as *1.234 s ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439093 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 221 of 264) 


Biomaiker: Total 3-hydroxy cot mine ({nraol/L)/cigarette per day) 
Timepoint _ Statistic _ 


Analytical Lab: FNBIPO 
Smokers_ 


Non-Smokers 


P-value* 


Week 1 

N 

6 


MEAN, GEO MEAN 

1189.4,1064.8 


SD.SE 

551.72,225.24 


MEDIAN 

1119.4 


MIN, MAX 

389.4,2083.0 


5%. 95% 

389.4. 2083.0 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

1510.8,1333.3 


SD.SE 

765.95,312.70 


MEDIAN 

1572.6 


MIN. MAX 

617.6.2591,0 


5%, 95% 

617.6,2591.0 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

1034.0, 965.6 


SD.SE 

388.91,173.93 


MEDIAN 

1243.6 


MIN, MAX 

524.3, 1397.7 


5%, 95% 

524.3,1397.7 


#orBLQ/ALQ Values 

0/0 

Overall* 

N 

6 


MEAN, GEO MEAN 

1270.5,1221.9 


SD.SE 

371.77,151.78 


MEDIAN 

1317.4 


MIN, MAX 

756J, 1776.3 


3%, 93% 

756.2, 1776.3 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/A LQ values were converted to the limit 
of the quantification (e.g., '< 1.234 1 will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439094 


• t • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Bionrarkers of Exjxrsurc by Timepoinl and Overall 

{Page 222 of 264) 


Biomarker. Total 3-hydroxvcotinine ([nefniL{/cigarette per day) 
Timepoint _ Statistic _ 


Analytical Lab: IN'BIFO 
Smokers_ 


Non-Smokers 


P-value 1 


Week t 


Week 2 


Week 3 


Overall* 


N 

6 

MEAN, GEO MEAN 

228.6,204.6 

SD.SE 

106.07, 43.30 

MEDIAN 

215.2 

MIN. MAX 

74.S. 400.4 

5%. 95% 

74.8,400.4 

7t of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

290.4, 256.3 

SD.SE 

147.23, 60.10 

MEDIAN 

302.3 

MIN, MAX 

118.7,498.0 

5%, 95% 

118.7,498.0 

# Of BLQ/ALQ Values 

0/0 

N 

5 

MEAN. GEO MEAN 

198.7, 185.6 

SD.SE 

74.73.33.42 

MEDIAN 

239.0 

MIN, MAX 

100.8,268.6 

5%, 95% 

100.8,268.6 

tt of BLQ/ALQ Values 

0/0 

N 

6 

MEAN. GEO MEAN 

244.2, 234.9 

SD, SE 

71.44, 29,17 

MEDIAN 

253.2 

MIN. MAX 

145.4,341.4 

5%, 95% 

145.4, 341.4 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V|.234’willbeu5edas T.234’) for the averages across visits within a subjectlhus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439095 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Biomarker: Total Cotinine (ninoL'24hr) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timcpoint and Overall 

(Page 223 of 264) 

Analytical Lab; INB1FO 


Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-value“ 

Week 1 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

21538.800, 17732.715 

22.473, 20.850 



SD.SE 

11226.8961,4583.3611 

9.6010,3.9196 



MEDIAN 

21849.563 

19.360 



MIN, MAX 

3897.624.34631.742 

13.200, 35.288 



5%, 95% 

3897.624,34631.742 

13.200,35.288 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

21942.772.19820.873 

25.654,23.904 



SD. SE 

8654.5985,3533.2251 

9.4756, 3.5815 



MEDIAN 

25091.510 

30.250 



MIN, MAX 

6895 195,28995 975 

11.440, 37.400 



5%. 95% 

6895.195,28995.975 

11.440, 37.400 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

18359.870,13658.400 

22.446,21.506 



SD.SE 

11454.7088.5122.7015 

7.1197. 2.6910 



MEDIAN 

20410.460 

20.680 



MIN, MAX 

2437.770,31425.320 

13.860, 32.010 



5%, 95% 

2437.770,31425.320 

13.860, 32.010 


ff Of BLQ/ALQ Values 

0/0 

7/0 


Overall 4 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

20878.245,17708.653 

23.599,22.442 



SD, SE 

9961.1819,4066.6355 

7.6547, 2.7064 



MEDIAN 

22902.038 

23.467 



MIN, MAX 

4410.196,31587.791 

12.833, 33.457 



5%, 95% 

4410.196, 31587.791 

12.833, 33.457 



4 P-s’aluc from Wilcoxon rank-sum test. 

* Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439096 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepomt and Overall 

(Page 224 of264} 


Biomarker: Total Cotinine (uc/24hr) Analytical Lab: INBIFO 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

3795.135,3124.504 

3.960,3.674 



SD.SE 

1978.1792,807.5833 

1.6917,0.6906 



MEDIAN 

3849.S93 

3.412 



MIN. MAX 

686.761.6102.113 

2,326.6.218 



5%, 95% 

686.761. 6102.113 

2.326.6.218 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

3866.317, 3492.438 

4,520, 4.212 



SD.SE 

1 5249404, 622.5543 

1.6696, 0.6310 



MEDIAN 

4421.124 

5.330 



MIN, MAX 

1214.933.5109.091 

2.016, 6.590 



5%. 95% 

1214.933. 5109.09! 

2.016,6.590 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

7 

0.0058 

MEAN. GEO MEAN 

3235.009,2406.610 

3.955, 3.789 



SD. SE 

2018.3196,902.6199 

1.2545, 0.4742 



MEDIAN 

3596.323 

3.644 



MIN. MAX 

429.535, 5537.14! 

2.442, 5.640 



5%. 95% 

429.535, 5537.141 

2.442, 5.640 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

8 

0.0024 

MEAN. GEO MEAN 

3678747.3120.264 

4.158 3.954 



SD.SE 

1755.1605,716.5413 

1.3489,0.4769 



MEDIAN 

4035.339 

4.135 



MIN, MAX 

777.076, 5565.769 

2.261, 5.895 



5%. 95% 

777.076, 5565.769 

2.261, 5.895 



8 P-value from Wilcoxon rank-sum test. 

* Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '< I -234' will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439097 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biontarkcrs of Exposure by Timepoint and Ov erall 

(Page 225 of 264) 


BioroarkgT: Total Cotinine ((nmol/24hrVcTEarette per day) Analytical Lab: TNBIFO _____ 

Timepoint _ Statistic _ Smokers __ Non-Smokers 


P-va!ue a 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, <55% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, OEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 
MIN, MAX 
5%, 95% 


6 

1229.881,1079.257 
823.2641,336.0961 
982.101 

649,604,2885.979 
649.604'2885.979 
0/0 

5 

1914.135, 1502.048 
1S83.3251,646.3902 
1254.576 

689.520.4832.663 

689.520.4832.663 

0/0 

5 

1797.060, 1250.382 
1634.6604,731.0421 

1020.523 

406.295.4282.406 

406.295.4282.406 

0/0 

6 

1607.238.1310.722 
1140.8004,465.7298 
1107.553 

581.806,3359.319 

581.806,3359.319 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking die original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. '<l.234’willbeused as ’ 1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439098 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 226 of264) 

Biomarker Total Cotinine ((ng/24hrycifiarettc per day) _ Analytical Lab: INBIFO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


week 1 

N 

6 

NA 


MEAN, GEO MEAN 

216.705.190.167 



SD, SE 

145.0589,59.2201 



MEDIAN 

173.047 



MIN, MAX 

114.460.508.509 



5%, 95% 

114.460.508.509 



# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 


MEAN, GEO MEAN 

337.270,264.661 



SD, SE 

278.9821,113 8939 



MEDIAN 

221.056 



MIN, MAX 

121.493,851.515 



5%. 95% 

121.493,851.515 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

316.642,220.317 



SD, SE 

288.0272. 128.8097 



MEDIAN 

179.816 



MIN, MAX 

71.589.754.560 



534, 95% 

71.589, 754.560 



U of BLQ/ALQ Values 

0/0 


Overall' 

N 

6 

NA 


MEAN, GEO MEAN 

283.195,230.949 



SD, SE 

201.0090, 82.0616 



MEDIAN 

195,151 



MIN, MAX 

102.514,591.912 



5%, 93% 

102.514,591,912 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e g., '<1.234' will be used as ’ 1 _234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439099 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Bioinaikera of Exposure by Timcpuint and Overall 

(Page 227 of264) 


Biomarker: Total Cotitline (nmol/mc Creatinine) 

Analytical Lab: INB1FO 



Titnejxiint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

1 Week 1 

N 

6 

6 

0.0050 

1 

MEAN, CEO MEAN 

15.933, 12.847 

0.016,0.014 



SD, SE 

9.1696,3.7435 

0.0098, 0.0040 



MEDIAN 

17.813 

0.015 



MIN, MAX 

3.209. 24.408 

0.006, 0.034 



5%. 95% 

3.209,24.408 

0.006, 0.034 



# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

7 

0.0034 


MEAN, GEO MEAN 

17.374, 15.619 

0.018,0.016 



SD, SE 

8.1799, 3.3394 

0.0107, 0.0041 



MEDIAN 

16.762 

0.014 



MIN, MAX 

7.201,27.449 

0.007, 0.038 



5%. 95% 

7.201,27.449 

0.007, 0.038 



# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

7 

0.0056 


MEAN, GEO MEAN 

16.373,13.344 

0.018, 0.017 



SD, SE 

9.6689, 4.324! 

0.0051,0.0019 



MEDIAN 

19.648 

0.021 



MIN, MAX 

4.351,25.375 

0011, 0.023 



5%, 95% 

4.351,25.375 

0.011,0.023 



ft Of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

8 

0.0024 


MEAN, GEO MEAN 

16.432,14.120 

0.019, 0.018 



SD, SE 

8.4653,3.4559 

0.0077, 0.0027 



MEDIAN 

17.962 

0.018 



MIN, MAX 

4.920,25.193 

0.009, 0.030 



5%, 95% 

4.920,25.193 

U.ooy, 0.030 



* P-value from Wijcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234* will be used as ’1 _2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439100 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokets of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 228 of 264) 


Biomarker: Total Cotinine (ug/mg Creatinine) 

Analytical Lab: INB1FQ 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value J 

Week 1 

N 

6 

6 

0.0049 

MEAN, CEO MEAN 

2.807, 2.263 

0.003,0.002 



SD, SE 

1.6159. 0,6597 

0-0017,0,0007 



MEDIAN 

3.139 

0.003 



MIN, MAX 

0.565,4.301 

0.001,0.006 



5%, 95% 

0.565.4.301 

0.001,0.006 


« of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

7 

0.0032 

MEAN, GEO MEAN 

3.061, 2.752 

0.003,0.003 



SD, SE 

1.4415.0.5885 

0.0020. 0.0008 



MEDIAN 

2.954 

0.002 



MIN. MAX 

1.269, 4.837 

0.001,0.007 



5%, 95% 

1.269,4.837 

0.001,0.007 


ff Of BLQ/ALQ values 

0/0 

7/0 


Week 3 

N 

5 

7 

0.0046 

MEAN, GEO MEAN 

2.885, 2.352 

0.003, 0.003 



SD, SE 

1.7035,0.7618 

0.0011,0,0004 



MEDIAN 

3.462 

0.004 



MIN, MAX 

0.767, 4.471 

0.002, 0.004 



5%, 95% 

0.767, 4.471 

0.002, 0.004 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall" 

N 

6 

8 

0.0024 

MEAN. GEO MEAN 

2.896,2.488 

0.003,0.003 



SD, SE 

1.4915, 0.6089 

0.0017,0.0006 



MEDIAN 

3.165 

0.003 



MIN, MAX 

0.867, 4.439 

0.001,0.006 



5%, 95% 

0.867,4.439 

0.001,0.006 



' P-va!ue from Wikoxon rank-sum test. 

’ Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as T.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439101 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaikcrs of Exposure by Timcpoint and Overall 

(Page 229 of264) 


Biomarker: Total Cotinine ((nmol/mg Great minei/cigarette per day) _ Analytical Lab: INBTFO 


_Timepoint 

Statistic 

Smokers 

Week 1 

N 

6 

MEAN, CEO MEAN 

0.913,0.782 


SD, SE 

0.6117,0.2497 


MEDIAN 

0.626 


MFN. MAX 

0.446,2.028 


5%, 95% 

0.446,2.028 

# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 

MEAN, GEO MEAN 

1.462,1.184 


SD, SE 

1.0294,0.4203 


MEDIAN 

1.066 


MiN, MAX 

0.510,3.058 


5%, 95% 

0.510,3.058 

U of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 

MEAN, GEO MEAN 

1.671, 1.222 


SD.SF. 

1.4941,0.6682 


MEDIAN 

0.982 


MIN, MAX 

0.442,4.090 


5%. 95% 

0.442,4.090 

It of BLQ/ALQ Values 

0/0 

Overall’ 

N 

6 

MEAN. GEO MEAN 

1.293,1.054 


SD, SE 

0.8934,0.3647 


MEDIAN 

0.927 


MIN, MAX 

0.466,2.611 


5%, 95% 

0,466,2.611 


Non-Smokers 


P-value 1 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in. question 4 of the weekly survey for the corresponding week. 

* P-value from Wileoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as ’1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439102 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-iluur Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 230 of 264) 


Biomarker: Total Cotinine (( ue/me CrMtinineVcicarette per day) 

Analytical Lab; [NB1FO 



TimeDoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week! 

N 

6 


NA 

MEAN, GEO MEAN 

0.161,0.138 




SD.SE 

0.1076, 0.0439 




MEDIAN 

O.tll 




MIN, MAX 

0 079,0.357 




5%, 95% 

0.079.0.357 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

0.258,0.209 




SD.SE 

0.1813,0.0740 




MEDIAN 

0.188 




MIN. MAX 

0.090,0.539 




5%. 95% 

0.090,0.539 



ft of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 


MEAN, GEO MEAN 

0.295,0.215 




SD, SE 

02634,0.1178 




MEDIAN 

0.173 




MIN, MAX 

0.078,0.721 




5%, 95% 

0.078,0.721 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

6 


NA 


MEAN, GEO MEAN 

0.228,0.186 




SD.SE 

0.1573,0.0642 




MEDIAN 

0.164 




MIN, MAX 

0.082,0.460 




5%, 95% 

0.US2, 0.460 




NOTE; Values listed were normalized by taking the original biomaria-r and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value front Wilcoxon rank-sum test. 

' Overall values calculated by first averaging Ihe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234' will be used as '1.234') for [he averages across visits within a subject Ihus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439103 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 231 of 264) 


Biomaiker Total Quinine (nmol/L) Analytical Lab: INB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokeis 

P-value* 

Week I 

N 

6 

6 

0.0028 

MEAN, GEO MEAN 

14356,4. 10535,4 

11.0, 11.0 



SD,SE 

13129.60, 5360,14 

000. 0.00 



MEDIAN 

11017.2 

11.0 



MIN, MAX 

2865.9,39806,6 

11.0, 11.0 



5%, 95% 

2865.9, 39806.6 

11.0, 11.0 


# of BLQ/ALQ Values 

m 

6/0 


Week 2 

N 

6 

7 

0.0015 

MEAN, GEO MEAN 

14653.4,11763.7 

11.0.11.0 



SD.SE 

10167.85,4151.01 

0.00,0.00 



MEDIAN 

11093.9 

11.0 



MIN, MAX 

3809.5, 30867.0 

11.0, 11.0 



5%. 95% 

3809.5. 30867.0 

11.0.11.0 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

9971.7, 7688.8 

11.0.11.0 



SD, SE 

6819.34,3049.70 

0.00, 0.00 



MEDIAN 

8330.8 

11.0 



MIN, MAX 

1766.5, 20274.4 

11.0, 110 



5%, 95% 

1766.5,20274.4 

11.0, 11,0 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

8 

0.0008 

MEAN, GEO MEAN 

13463.2, 10521.5 

11.0, 11.0 



SD, SE 

9773.22,3989.90 

0.00,0.00 



MEDIAN 

10588.5 

11.0 



MIN, MAX 

2814.0,30316.0 

11.0,11.0 



5%, 95% 

2814.0, 30316.0 

11.0, I1.0 



" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., .234’ will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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PM3006439104 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14,2.1-2 


Statistical Comparison Between Smokers ami Non-Smukcis of 24-Huur Urine Biornarkets of Exposure by Tnnepoirit arid Overall 

(Page 232 of 264) 

Biomarker Total Cotinine (n»'mLl Analytical Lab: 1NBIFO 

1 Tiraepojnt_ 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

6 

6 

0.0028 

MEAN, GEO MEAN 

2529.6, 1856.3 

1.9, 1.9 



SD. SE 

2313.43,944.45 

0.00.0.00 



MEDIAN 

1941.2 

1.9 


1 

MIN. MAX 

505.0. 7013.9 

1.9. 1.9 


i 

5%. 95% 

505.0.7013.9 

1.9,1.9 


# of BLQ/ALQ Values 

0/0 

6/0 


week 2 

N 

6 

7 

0.0015 

MEAN, GEO MEAN 

2581.9,2072.8 

1.9,1.9 



SD, SE 

1791.59, 731.41 

0.00,0.00 



MEDIAN 

1954 8 

1.9 



MIN, MAX 

671.2,5438.8 

1.9, 1.9 



5%, 95% 

671.2.5438.8 

1.9, 1.9 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

1757.0, 1354.8 

1.9, 1.9 



SD, SE 

1201.54. 537.34 

o oo, non 



MEDIAN 

1467.9 

1.9 



MIN, MAX 

311.3,3572.3 

1.9, 1.9 



5%. 95% 

311.3,3572.3 

1.9, 1.9 


n of BLQ/ALQ Values 

0/0 

7/0 


Overall’ 

N 

6 

8 

0.0008 

MEAN, GEO MEAN 

2372.2, 1853.9 

1.9, 1.9 



SD, SE 

1722.05,703.03 

0.00,0.00 



MEDIAN 

1865.7 

19 



MIN, MAX 

495.8, 5341.7 

1.9.1.9 



5%, 95% 

495.8,5341.7 

1.9,1.9 



3 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
nf the quantification (e.g., *<] .234’ will be used as T.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439105 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table [4.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 233 of 264) 


Biontarker: Total Cotinine ((nmol/Lyri garotte per day) _ Analytical Lab: JNBIFO ______ 

Timepoint _ Statistic _ Smokers ___ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week3 


Overall’ 


MEAN, GEO MEAN 

945.0,641 2 

SD.SE 

1165.85,475.96 

MEDIAN 

490.7 

MIN, MAX 

356.4, 3317.2 

5%, 95% 

356.4,3317.2 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

1237.2, 891.5 

SD.SE 

1051.58,429.31 

MEDIAN 

780.9 

MIN, MAX 

381.0,2806.1 

5%, 95% 

381.0,2806.1 

# of BLQ/ALQ Values 

0/0 

N 

J 

MEAN. GEO MEAN 

962.2, 703.9 

SD.SE 

810.58,362.50 

MEDIAN 

418.7 

MIN, MAX 

294.4. 1991.8 

5%, 95% 

294.4, 1991.8 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

1043.2,790.8 

SD.SE 

884.68,361.17 

MEDIAN 

661.9 

MIN, MAX 

384.4,2604.3 

5%, 95% 

384.4,2604.3 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234‘witl be used as *1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439106 


12226-8450 




RSR 

Protocol No. PM-8450 
Covance CRU Study No. 


Tabic 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timepomt and Overall 

(Page 234 of264) 


Biomarker: Total Cotinine ((iig/niL)/ci£arette per day) Analytical Lab: INBIFO_ 

Time point _ Statistic ___ Smokers _ Non-Smokers ___ P-vatue a 


Week 1 

N 

6 

NA 


MEAN, GEO MEAN 

166.5, 113.0 



SD.SE 

205,43, 83.87 



MEDIAN 

86.S 



MIN. MAX 

62.8.584.5 



5%, 95% 

62.8.584.5 


# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 


MEAN, GEO MEAN 

218.0, 157.1 



SD. SE 

185.29, 75.64 



MEDIAN 

137.6 



MIN. MAX 

67.1,494.4 



5%. 95% 

67.1.494.4 


if of BLQ/ALQ Values 

0/0 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

169.6, 124.1 



SD, SE 

142.83.63.88 



MEDIAN 

73.8 



MIN. MAX 

51.9,351.0 



5%, 95% 

51.9.351.0 


ff Of BLQ/ALQ Values 

0/0 


Overall’ 

N 

6 

NA 


MEAN. GEO ME AN 

183.8, 139.4 



SD, SE 

155.89. 63.64 



MEDIAN 

116.7 



MIN, MAX 

67.7,4S8.9 



5%, 95% 

67.7,458.9 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., , <1.234’will be used as 1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439107 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Staiislical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Big markers of Exposure by Timepoim ami Overall 

(Page 235 of 264) 


Biomarker: Total Nicotine lnmol/24hr) _ Analytical Lab: 1NB1PO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

13340.083,10943.435 

31.361,28.707 



SD. SE 

8949 6828.3653.6927 

14.0233,8.0963 



MEDIAN 

10205.028 

38.100 



MIN, MAX 

5497.128,25327.788 

15.240,40.742 



5*/., 95% 

5497.128, 25327.788 

15.240,40.742 


# of BLQ/ALQ Values 

0/0 

3/0 


week 2 

N 

6 

3 

0.0081 

MEAN, GEO MEAN 

12368.978,11224.563 

40.565.40.139 



SD. SE 

5727.7162,2338.3303 

6.8172,3.0487 



MEDIAN 

11942.637 

36.830 



MIN, MAX 

6300.791,19866.660 

34.925,51.376 



5%, 95% 

6300.791, 19866.660 

34.925,51.376 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

9383.015,8059.175 

29.054,27.748 



SD. SE 

4868.4540,2177.2388 

9.1357,3.4530 



MEDIAN 

9143.680 

26.213 



MIN, MAX 

2723.705, 14156,770 

16.002,40.640 



5%, 95% 

2723.706,14156.770 

16.002,40.640 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

7 

0 0034 

MEAN, GEO MEAN 

12229.584,10705.606 

31.847.31.289 



SD, SE 

6469.9832,2641.3595 

6.2904,2.3775 



MEDIAN 

11297.326 

33.528 



MIN, MAX 

4876.534,19783.739 

22 .& 6 U, w;m 



5%, 95% 

4876.534,19783.739 

22.860, 39.298 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<l,234'will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439108 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2,1.2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bionwkers of Exposure by Timepoint and Overall 

(Page 236 of 264) 


Biomarker: Total Nicotine (ug/24hr) Analytical Lab: 1NBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokera 

P-value* 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

2163.761, 1775,025 

5.087,4.656 



SD,SE 

1451.6384,592.6289 

2.2745, 1.3132 



MEDIAN 

1655.256 

6.180 



MIN. MAX 

891.634.4108.167 

2.472,6.608 



5%. 95% 

891.634.4108.167 

2.472.6.608 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

2006.248,1820.624 

6.580,6.511 



SD. SE 

929.0356, 379.2772 

1.1057,0.4945 



MEDIAN 

1937.096 

5.974 



MIN, MAX 

1021.988,3222.372 

5.665, 8.333 



5%, 95% 

1021.988, 3222.372 

5.665,8.333 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

1521.925, 1307.198 

4.713,4.501 



SD, SE 

7896633,353.1482 

1.4816,0.5600 



MEDIAN 

1483.105 

4.252 



MIN, MAX 

441.785,2296.228 

2.596, 6.592 



5%, 95% 

441,785,2296.228 

2.596, 6.592 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

1983.638,1736 449 

5.166,5.075 



SD, SE 

1049.4312.428.4285 

1.0202, 0.3856 



MEDIAN 

1832.426 

5.439 



MIN, MAX 

79U.y74,3208-922 

3.7U8, 6.374 



5%, 95% 

790.974, 3208.922 

3.708, 6.374 



* P-value from Wile ox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439109 


12226-8450 



RSR 

Protocol No. PM-8450 
Covance CRU Study No. 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 237 of 264) 


Biomarker: Total Nicotine ((ntnol/24hr)/ciearettc per day) 

Analytical Lab: INBIFO 



Time point 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

853.074, 556.051 




SD, SE 

687.2070,280.5511 




MEDIAN 

657.862 




MIN, MAX 

305.396.2110.649 




5%, 95% 

305.396,2110.649 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

1143-254, 850.610 




SD, SF. 

1002.1522.409.1269 




MEDIAN 

683.182 




MfN, MAX 

341.887,2887.235 




5%, 95% 

341.887,2887.235 



# Of BLQ/ALQ values 

0/0 



Week 3 

N 

5 


NA 

MEAN. GEO MEAN 

964.053, 737.791 




SD, SE 

833.1631,372.6019 




MEDIAN 

507.982 




MIN, MAX 

344.237.2334.363 




5%, 95% 

344.237,2334.363 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

981.707, 808.034 




SD, SE 

652.4491,266.3612 




MEDIAN 

772.619 




MIN, MAX 

385.088, 1874.379 




5%, 95% 

385.088, 1874.379 




NOTE: Values listed were normalized by taking tile original biomarker and dividing it by the number of ctgarelles found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxor. rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439110 







RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokcre of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 238 of 264) 


Biomarker: Total Nicotine ((nR/24hrycigarette per day) _ Analytical Lab: INBIFO _ 

_T imepoint _ Statistic _ Smokers _ Non-Smokers 


P-valuc" 


| 


! 


Week 1 


Week 2 


Week 3 


Overall* 


MEAN, GEO MEAN 

138.369, 108.033 

SD.SE 

111.4649,45.5054 

MEDIAN 

108.328 

MIN. MAX 

49.535, 342.347 

5%, 95% 

49.535, 342.347 

# of BLQ/ALQ Values 

0/0 

N 

A 

MEAN, GEO MEAN 

185.436, 137.969 

SD, SE 

162.5493,66.3605 

MEDIAN 

110.812 

MIN, MAX 

55.454,468.310 

5%, 95% 

55.454,468.310 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

156.369,119.670 

SO, SF. 

135.1391.60.4361 

MEDIAN 

82.395 

MIN, MAX 

55.835. 378.634 

5%, 95% 

55.835,378.634 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

159,233, 131.063 

SD, SE 

105.8274,43.2039 

MEDIAN 

125.319 

MIN, MAX 

62.461,304.025 

5%, 95% 

62.401, 504.025 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g,, '<( .234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439111 


RSR 

Protocol No. PM-8450 

C'ovance CRU Study No. 12226-8450 




Table [4.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 239 of 264) 


Biomarker; Total Nicotine (nmol/mg Creatinine) Analytical Lab: INBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokeis 

P-value’ 

Week I 

N 

6 

3 

0.0282 

MEAN. GEO MEAN 

9.381, 7.928 

0.024,0.022 



SD, SE 

5.4803, 2,2373 

0.0129.0.0074 



MEDIAN 

8.947 

0,019 



MIN, MAX 

2.896, 17795 

0.015,0.039 



5%, 95% 

2.896, 17.795 

0.015,0.039 


n of BLQ/ALQ VBlues 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

9.755,8 845 

0.031,0.029 



SD, SF. 

4.6862,1.9131 

0.0118,0.0053 



MEDIAN 

9.474 

0.027 



MIN, MAX 

4.131.17.906 

0.016,0.044 



5%, 95% 

4.131,17.906 

0.016,0.044 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0057 

MEAN, GEO MEAN 

8.488,7 874 

0.021,0.020 



SD, SE 

3.6972, 1.6534 

0.0064,0.0024 



MEDIAN 

6.628 

0.024 



MIN, MAX 

4.861,13.377 

0.013,0.029 



5%, 95% 

4.861, 13.377 

0.013,0.029 


# Of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

7 

0.0034 

MEAN. GEO MEAN 

9.367.8.525 

0.025,0.024 



SD, SE 

4.2474,1.7340 

0.0072,0.0027 



MEDIAN 

9.697 

0.025 



MIN, MAX 

4.390, 15.711 

0.015,0.034 



5%, W« 

4.390, 15.711 

0.015,0.034 



* P-value from Wilcox on rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating tfie descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as theBLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1 .234'will be used as 0.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439112 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Titnepoini and Overall 

(Page 240 of 264) 


Biomaricer Total Nicotine (ue/mg Creatinine) 

Analytical Lab; INBIFO 



_ Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

1.522,1.286 

0.004, 0.003 



SD, SE 

0.8887, 0.3628 

0.0021,0.0012 



MEDIAN 

1.451 

0.003 



MIN, MAX 

0 470,2.886 

0.002, 0.006 



5%, 95% 

0.470,2.886 

0.002, 0.006 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0078 

MEAN, GEO MEAN 

1.582, 1.434 

0.005, 0.005 



SD, SE 

0.7601,0.3103 

0.0019, 0.0008 



MEDIAN 

1.537 

0.004 



MIN, MAX 

0.670,2.904 

0.003, 0.007 



5%, 95% 

0.670,2.904 

0.003, 0.007 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0053 

MEAN, GEO MEAN 

1.377, 1.277 

0.003, 0.003 



SD, SF. 

0.5999, 0.2683 

0.0011, 0.0004 



MEDIAN 

1.075 

0.004 



MIN, MAX 

0-788.2170 

0.002, 0.005 



5%, 95% 

0.788,2.170 

0.002, 0.005 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

7 

0.0032 

MEAN, GEO MEAN 

1.519.1.383 

0.004, 0.004 



SD. SE 

0.6888,0.2812 

0.0013, 0.0005 



MEDIAN 

1.573 

0.004 



MIN, MAX 

0.712,2.548 

0.002, 0.006 



5%, 95% 

0.712, 2.548 

0.UU2,11.1106 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Bel ween Srnokcrs ami Nun-Smukcre of 24-Hour Urine Biomarken* of Exposure by Timepoinl and Overall 

(Page 241 of2 64) 


Bio marker; Tefal Nicotine ((nmol/mg Creatinine Vctearette per day) _ Analytical Lab: INB1FO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

6 

MEAN, GEO MEAN 

0.615,0.483 

SD.SE 

0.4755,0.1941 

MEDIAN 

0.496 

MIN, MAX 

0.161.1.483 

5%, 95% 

0.161, 1.483 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN. GEO MEAN 

0.878,0.670 

SD.SE 

0.6766,0.2762 

MEDIAN 

0.570 

MIN, MAX 

0.207,1.827 

5%, 95% 

0.207.1.827 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.933,0.721 

SD.SE 

0.7763,0.3472 

MEDIAN 

0.810 

MIN, MAX 

0.331,2.230 

5%, 95% 

0.331,2.230 

# Of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.786.0.648 

SD, SE 

0.5055,0.2064 

MEDIAN 

0.636 

MIN, MAX 

0.236,1.448 

5%,V57o 

0.256, 1.448 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.» .234’will be used as 1.234*) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokersof 24-Hour Urine Bio markers of Exposure by Tirncpuinl and Overall 

(Page 242 of 264) 


Bicmarker: Total Nicotine lYue/me Creatinine Vcicarette Derdavl 

Analytical Lab: INB1FO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week i 

N 

6 


NA 

MEAN, GEO MEAN 

0.100,0.078 




SD, SE 

0.0774,0.0316 




MEDIAN 

0.081 




MfN, MAX 

0.026.0.241 




5%. 95% 

0.026,0.241 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

0.143,0.109 




SD, SE 

0.1095, 0.0447 




MEDIAN 

0.093 




MIN, MAX 

0.034, 0.296 




5%. 95% 

0.034. 0.296 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

0.151, 0.117 




SD, SE 

0.1261, 0.0564 




MEDIAN 

0.131 




MIN, MAX 

0.054,0.362 




5%, 95% 

0.054, 0.362 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

6 


NA 

MEAN. GEO MEAN 

0.128, 0.105 




SD. SE 

0.0822.0.0335 




MEDIAN 

0.103 




MIN. MAX 

0.038,0.235 




5%. 95% 

O.0H8, U.235 




j NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by Fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
; of the quantification (e.g., ’<1.234' will be used as' 1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

i 

I 


Draft 1:24 July 2002 


Page 534 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006439115 


• • • 

RSR 

Protocol No. PM-8450 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-1 lour Urine Btomarkers of Exposure by Timepomt and Overall 

(Page 243 of 264) 


Biomarker: Total Nicotine (nmol/L) Analytical Lab: 1NB[FQ 


Timepomt 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Week! 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

9798.9,6501.7 

12.7, 12.7 



SD.SE 

10412.65,4250.94 

0.00, 0.00 



MEDIAN 

4765.0 

12.7 



MIN. MAX 

2468.7.29112.4 

12.7,12.7 



5%, 95"/. 

2468.7, 29112.4 

12,7.12.7 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

B934.2, 666l.B 

20.0,16.7 



SD, SE 

7476.72, 3052.36 

16.41.7.34 



MEDIAN 

5769.3 

12.7 



MIN, MAX 

2954.7,21362.0 

12.7, 49.4 



5%, 95% 

2954.7,21362.0 

12.7,49.4 


# Of BLQ/ALQ Values 

0/0 

4/(1 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

5251.1,4536.8 

12.7,12.7 



SD.SE 

2902.43. 1298.01 

0.00, 0.00 



MEDIAN 

5824.0 

12.7 



MIN, MAX 

1973.7,9133.4 

12.7, 12.7 



5%, 95% 

1973.7,9133.4 

12.7, 12.7 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

7 

0.0021 

MEAN, GEO MEAN 

8500.5.6413.7 

14.4. 14.0 



SD, SE 

7026.29,2868.47 

4.61,1.74 



MEDIAN 

5421.7 

12.7 



MIN. MAX 

2744.5,19869.3 

12.7, 24.9 



5%, 95% 

2744.5, 19869.3 

12.7,24.9 



a P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the Quantification (e.g.. ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 244 of 264) 


Biomarker : Total Nicotine fng/mL) Analytical Lab: INB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

week l 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

1589.4, 1054.6 

2.1, 2.1 



SD,SE 

1688.92, 689.50 

0.00,0,00 



MEDIAN 

772.9 

2.1 



MIN, MAX 

400.4.4722.0 

2.1,2.1 



5%, 95% 

400.4.4722.0 

2.1,2.1 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0067 

MEAN. GEO MEAN 

1449.1, 1080.5 

3.3,2.7 



SD, SE 

1212.72,495.09 

2.64,1.18 



MEDIAN 

935.8 

2.1 



MIN, MAX 

479.3, 3464.9 

2.1.8.0 



5%, 95% 

479.3, 3464.9 

2.1,80 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

851.7, 735.9 

2.1, 2.1 



SD, SE 

470.78, 210.54 

0.00,0.00 



MEDIAN 

944.7 

2.1 



MIN, MAX 

320.1. 1481.4 

2.1, 2.1 



5%, 95% 

320.1, 1481.4 

2.1,2.1 


H of BLQ/ALQ Values 

0/0 

7/0 


Overall 

N 

6 

7 

0.0021 

MEAN, GEO MEAN 

1378.8, 1040.3 

2.4, 2.3 



SD, SE 

1139.66,465.26 

0.76,0.29 



MEDIAN 

879.4 

2,1 



MIN, MAX 

445.2, 3222,8 

2.1,4.1 



5%, 95% 

445.2, 3222.8 

2.1,4.1 



a P-value from Wilcox on rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< 1.234'will be used as ’1.234 *) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 245 of264) 


Biomarker. Total Nicotine l/nmol/D/cicarette per day) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

701.4, 395.7 




SD.SE 

880.12,359.31 




MEDIAN 

404.2 




MIN, MAX 

123.4,2426.0 




5%, 95% 

123.4, 2426.0 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

778.0, 504.8 




SD. SE 

724.77.295.89 




MEDIAN 

531.5 




MIN, MAX 

147.7,1942.0 




5%, 95% 

147.7,1942.0 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN. GEO MEAN 

528.0.415.4 




SD.SE 

386.33. 172,77 




MEDIAN 

329.0 




MIN, MAX 

140.5,1085.8 




5%, 95% 

140.5,1085.8 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

6 


NA 

MEAN. GEO MEAN 

677.1,490.8 




SD, SE 

573.72,234.22 




MEDIAN 

562.7 




MIN, MAX 

137.2, 1709.7 




$%, 95% 

137,2, 1709.7 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


* P-value from Wilcoxon rank-sum test. 





* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as ’1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 246 of 264) 


Biomarker. Total Nicotine (Yng/mLycigarette per day) _ Analytical Lab: INBIPQ _ 

Timepoint _ Statistic _ Smoker; _ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Overall* 


N 

6 

MEAN, QEO MEAN 

113.8,64.2 

SD.SE 

142.76,58.28 

MEDIAN 

65.6 

MIN. MAX 

20.0.393.5 

5%, 95% 

20.0,393.5 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, CEO MEAN 

126 2, 81.9 

SD.SE 

117.55,47.99 

MEDIAN 

66.2 

MIN, MAX 

24.0,315.0 

5%, 95% 

24.0,315.0 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

85.7,67.4 

SD, SE 

62.66,28.02 

MEDIAN 

53.4 

' MIN. MAX 

22,8,176.1 

5%, 95% 

22.8,176.1 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN. GEO MEAN 

109.9.79.7 

SD.SE 

93.03,37.98 

MEDIAN 

91.3 

MIN, MAX 

22.3,277,3 

3%, 95% 

22.3,277.3 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., i <I.234’will be used as ’1.234’) forthe averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bttmtarkets of Esppstme by Timepoinl arid Overall 

(Page 248 of 264) 


Biomarker: Tians-3-hvdroavcotinirte fue/24hrl 

Analvtical Lab: 1NB1FO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

week 1 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

5244.516,4694.147 

5.332,4.000 



SD.SE 

2502.1057,1021.4804 

3.8207, 1.3508 



MEDIAN 

5103.109 

4.567 



MIN, MAX 

1903.535,9111.993 

1.130,10.869 



514. 95% 

1903.535,9111.993 

1.130. 10.869 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

5531.660, 4530.332 

5.153, 4.393 



SD.SE 

4010.1922, 1637.1541 

3.0018, 1.1346 



MEDIAN 

4750.098 

4.444 



MIN, MAX 

1741.810,13031.000 

2.059, 9.197 



5%, 95% 

1741.810,13031.000 

2.059, 9,197 


tf of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

5 

0.0122 

MEAN. GEO MEAN 

3975.535,3052.302 

4,239. 3.763 



SD.SE 

3446.6359, 1541.3824 

2.2143,0.9903 



MEDIAN 

2673.601 

3.503 



MIN, MAX 

1063.570,9914.118 

1.816,6.991 



5%, 95% 

1063.570,9914.118 

1.816,6.991 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall' 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

5050.920,4284.770 

4.526, 3.792 



SD.SE 

3168.8595,1293.6815 

2,5804,0.9123 



MEDIAN 

4158.453 

4.752 



MIN, MAX 

1569.638,10683.704 

1.668. 7.433 



5%, 95% 

1569.638, 10685.704 

1.668, 7.133 



* P-value from Wilcoxort rank-sum test 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the 8 LQ/ALQ values were converted to the limit 
of the quantification (eg, '<1.234' will be used as 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Diomarkers of Exposure by Timepoint and Overall 

(Page 249 of 254) 


Biomaiker. Ttans-3-hydroxycctinine ((nmolf24hrVcieaietie per d ay)_ Anal ytic al Lab: INB1FO 

Timepoint _ Statistic _ Smokers _ 


Non-Smokers 


P-vatue* 


Week I 


Week 2 


Week 3 


Overall' 


N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN. GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

ft of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN. GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


6 

1560,823, 1486.474 
503.5919,205.6314 
1524.586 

786.539,2370.446 
786.539,2370.446 
0/0 

6 

2176.587,1786.231 
1569.9617,640.9342 
1465.382 

906.249,4801.595 

906.249,4801.595 

0/0 

5 

1617.681, 1453.841 
790.0583,353.3248 
1585.017 

772.806,2579.115 

772.806,2579.115 

0/0 

6 

1781.061, 1665.949 
729.6039, 297.8596 
1518.531 

1103.963,2779.840 

1103.963,2779.840 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjeos. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ‘< 1,234’will be used as '1.2345 for the averages across visits within a subject thus eliminating all B LQJA LQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokcis and Non-Smokers of 24-HourUrine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 250 of 264) 


Rinmarker Trans-3-hvdraxvcotinine It uc/24hrVcicarette per day) Analytical Lab: INBIFO 

Timepoint 

Statistic 

Smokers Non-Smokers 

P-value 1 

Weekl 

N 

6 

NA 


MEAN, GEO MEAN 

299.990,285.700 



SD, SE 

96.8096,39.5224 



MEDIAN 

293.026 



MIN, MAX 

151.173,455.600 



5%. 95% 

151.173,455.600 



# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 


MEAN, GEO MEAN 

41B.340, 343.314 



SD, SE 

301.7467,123.1876 



MEDIAN 

281.646 



MIN, MAX 

174.181,922.867 



5%, 95% 

174.181,922.867 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

310.918,279.428 



SD, SF. 

151.8493,67.9091 



MEDIAN 

304.640 



MIN, MAX 

148.533,495.706 



5%. 95% 

148.533,495.706 



n of BLQiALQ Values 

0/0 


Overall’ 

N 

6 

NA 


MEAN, GEO MF.AN 

342.320,320.195 



SD, SE 

140.2297, 57.2485 



MEDIAN 

291,862 



MIN, MAX 

212.182,534,285 



5%, V57o 

212,182,534.285 


NOTE: Values listed were normalized by taking the 

original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


a P-value from Wilcoxon rank-sum test. 




* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification Ce.g., '<1.234' will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokcre of 24-Hour Urine Bioinarkcrs of Exposure by Timepuim and Overall 

(Page 251 of264) 


Biomaiier Trans-3-Iivdroxvcotinine (nmol/me Creaiininel 

Analytical Lab: fNBIFO 



Timepoint 

Statistic 

Smokers 

Non-Sitiokers 

P-value' 

Week 1 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

21.591. 17.695 

0.018,0.014 



SD, SE 

17.3519, 7.0839 

0.0129,0.0046 



MEDIAN 

16.395 

0.014 



MIN, MAX 

8.155,55.986 

0.005,0.041 



5%, 95% 

8.155,55.986 

0.005,0.041 


ft of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

23.863, 18.574 

0 016,0015 



SD, SE 

22,4716,9.1740 

0.0066,0.0025 



MEDIAN 

15.847 

0 017 



MIN. MAX 

9.465,68.993 

0.008,0.024 



5%, 95% 

9.465,68.993 

0.008,0.024 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

5 

0.0119 

MEAN, GEO MEAN 

19.402, 15.516 

0.018,0.015 



SD, SE 

17 0839,7 6401 

00108,0.0048 



MEDIAN 

12.774 

0.016 



MIN, MAX 

9.346,49.656 

0.008,0.032 



5%, 95% 

9.345,49.656 

0.008,0.032 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall’ 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

21.660, 17.595 

0016,0013 



SD, SE 

18.2969, 7.4697 

0.0094,0.0033 



MEDIAN 

15.202 

0.014 



MIN, MAX 

9.166,58.212 

0.005.0.032 



5%. 95% 

9.166, 58.212 

0.005,0,032 



6 P-value from Wilcoxon rank-sum test 

* Overall values calculated by firet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439124 




RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 252 of 264} 


Biomarfter: Trans-3-hydroxycotimne (im/mg Creatinine) 

Analytical Lab; INBIFO 



Timepoim 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week! 

N 

6 

8 

0.0023 

MEAN, GEO MEAN 

4.150, 3.401 

0.003, 0.003 



SD,SE 

3.3353, 1.3616 

0.0025, 0.0009 



MEDIAN 

3.151 

0.003 



MIN. MAX 

1.567.10,761 

0.001.0.008 



5%, 95% 

1.567,10.761 

0.001, 0.008 


If of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0032 

MEAN, GEO MEAN 

4.586, 3 .570 

0.003,0.003 



SD.SE 

4.3189,1.7632 

0.0012, 0.0005 



MEDIAN 

3.046 

0.003 



MIN, MAX 

1.819,13.260 

0.002, 0.005 



5%, 95% 

1.819,13.250 

0.002, 0.005 


» of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

5 

0.0119 

MEAN. GEO MEAN 

3.729,2.982 

0.004, 0.003 



SD.SE 

3.2837,1.4685 

0.0018,0.0008 



MEDIAN 

2.455 

0.003 



MIN. MAX 

1.796,9.544 

0.002, 0.006 



5%, 95% 

1.796,9.544 

0.002, 0.006 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

4.163,3.382 

0.003,0.003 



SD,SE 

3.5166,1.4356 

0.0016,0.0006 



MEDIAN 

2.922 

0.003 



MIN. MAX 

1.761, 11.188 

0.001,0,006 



5%, 95% 

1.761, 11.188 

0.001, 0.006 



4 P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g-, *<l 234' will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439125 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokeis of 2-4-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 253 of 264) 

Biomarker: Trans»3-hydrcxycotinine ((ntnol/mg CreatinineVcicarette per day) _ Analytical Lab: INBIFO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

6 


MEAN, GEO MEAN 

1.241, 1.077 


SD, SE 

0.8099,0.3300 


MEDIAN 

0.966 


MIN. MAX 

0 560,2 799 


5%. 95% 

0.560.2.799 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

1.719.1.408 


SD, SE 

1.2049,0.4919 


MEDIAN 

1.126 


MIN. MAX 

0.623.3.450 


5%, 95% 

0.623, 3.450 


# of BLQ/ALQ Values 

0/0 

week 3 

N 

5 


MEAN, GEO MEAN 

1.611, 1.420 


SD, SE 

0.7635,0.3415 


MEDIAN 

1.646 


MIN, MAX 

0.519,2.483 


5%, 95% 

0.519,2.483 


# of BLQ/ALQ Values 

o/o 

Overall* 

N 

6 


MEAN, GEO MEAN 

1.486,1.321 


SD. SE 

0.8156.0.3330 


MEDIAN 

1.255 


MIN, MAX 

0.645,2.911 


5%, 95% 

0.645.2.911 


NOTE: Values listed were normalized by taking (he original biomaiker and dividing it by the number of cigarettes found in question 4 of die weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acmss subjects. Count of RLQ/ALQ values does not apply as the BI.Q/AI Q values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as , 1.234’> forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439126 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 254 of 264) 


Biomarker Trans-3-hydroxycotinine (Qtg/mg Creatioine)/cigareue per day) Analytical Lab; INBIFQ _ 

Timepoint _ Statistic _ Smokers ____ Non-Smokers 


week 1 N 6 


1 

MEAN, GEO MEAN 

0.239, 0.207 

i 

SD,SE 

0.1555, 0.0635 


MEDIAN 

0 186 

I 

MIN, MAX 

0.108.0538 


5%. 95% 

0.108, 0.538 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

0.330,0.271 


SD.SE 

0.2315. 0.0045 


MEDIAN 

0217 


MIN, MAX 

0.120,0.663 


5%. 95% 

0.120,0.663 


* of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 

1 

MEAN. GEO MEAN 

0.310.0273 

I 

SD.SE 

0.1466, 0.0655 


MEDIAN 

0.316 


MIN. MAX 

0.100,0.477 


5%, 95% 

0.100,0.477 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

6 


MEAN. GEO MEAN 

0.286. 0.254 


SD.SE 

0.1565, 0.0639 


MEDIAN 

0.241 


MIN, MAX 

0.124, 0.559 

i 

3%, 93% 

0.124, 0.539 


P-value* 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will be used as *1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439127 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Timcpoint and Overall 

(Page 255 of 264) 


Biomaikcr: Tians-3-hydroxycotinine (nmol/L) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

week 1 

N 

6 

S 

0.0024 

MEAN, DEO MEAN 

15531.5,14510.3 

12.9.10.0 



SD, SE 

5703.03, 2328.25 

9.94,3.51 



MEDIAN 

162532 

8 3 



MIN, MAX 

7282.3,21708.6 

4.9.31.9 



5%. 95% 

7282.3,21708.6 

4.9,31.9 


H- of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN. GEO MEAN 

16215.6. 13989.4 

12.7,10.9 



SD, SE 

8993.85, 3671.72 

7 85,2.97 



MEDIAN 

14730.5 

10.3 



MIN, MAX 

5006.9,30541.0 

6.0,27.6 



5%, 95% 

5006.9.30541.0 

6.0,27.6 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

10483 2, 89399 

11.3, 10.7 



SD, SE 

6664.13.2980.29 

4.09, 1.83 



MEDIAN 

8860.2 

12.4 



MIN, MAX 

4009.9,21054.0 

7.0.16.9 



5%, 95% 

4009.9,21054.0 

7.0,16.9 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

6 

$ 

0.0024 

MEAN, DEO MEAN 

14945.7,13284.5 

11.3,10.0 



SD, SE 

7410.05,3025.14 

6.05, 2.14 



MEDIAN 

14143.7 

10.6 



MIN, MAX 

5433.0, 26124.8 

5.5, 22.2 



5%, 95% 

5433.0, 26124.6 

5.3,22.2 


8 P-value from Wilcoxon rank-sum test. 




' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 


of the quantification (e.g. t '<1.234* will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


I 


Draft 1:24 July 2002 


Page 547 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006439128 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 256 of 264) 


Biomaiker: Trans-3-hydroxycoiinme (pft/mL) Analytical Lab; 1NB1FQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vahie 3 

Week I 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

2985.2,2788.9 

2.5, 1.9 



SD, SE 

1096 11, 447 48 

1.92,0.68 



MEDIAN 

3123.9 

1.6 



MIN, MAX 

1399.7,4172.4 

0.9,6.1 



5%, 95% 

1399.7,4172.4 

0.9,6.1 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

3116.6,2688.7 

2.4,2.1 



SD, SE 

1728.63, 705.71 

1.50,0.57 



MEDIAN 

2831.2 

2.0 



MIN, MAX 

962.3,5870.0 

1.2, 5.3 



5%, 95% 

962.3,5870.0 

1.2, 5.3 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

5 

0.0119 

MEAN, GEO MEAN 

2014.9,1718.2 

2.1, 2.0 



SD, SE 

1280.85.572.81 

0.79,0.35 



MEDIAN 

1702.9 

2.4 



MIN, MAX 

770.7, 4046.6 

13,3.2 



5%, 95% 

770.7,4046.6 

13,3.2 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall' 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

2872.6,2553.3 

2.2, 1.9 



SD, SE 

1424.22, 581.44 

1.15,0.40 



MEDIAN 

2718.4 

2.0 



MIN, MAX 

1044.2,5021.2 

1.1,4.2 



5%, 95% 

1044.2,5021.2 

1.1,4.2 



8 P-value from Wileoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439129 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table ! 4.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bio markers of Exposure by Timepoint and Overall 

(Page 257 of 264) 


Biomarker: Trans-3-hydroxycounine ((nmol/L)/cigarette per day) _ Analytical Lab: FNB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

6 


NA 

MEAN, CEO MEAN 

992.0.883,1 




SD, SE 

474.97, 193.91 




MEDIAN 

920.8 




MIN, MAX 

321 0.1758 1 




5%, 95% 

321.0. 1758.1 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

1222.6, 1060.1 




SD, SE 

663.49, 270 87 




MEDIAN 

1276.8 




MIN, MAX 

500.7, 2233.3 




5%, 95% 

500.7, 2233.3 



# of BLQ/ALQ Values 

(V0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

854.5, 818.4 




SD, SE 

258.22, 115.48 




MEDIAN 

1022.6 




MIN. MAX 

492.2, 1052.7 




5%, 95% 

492.2, 1052.7 



//of BLQ/ALQ Values 

0/0 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

1044.2. 1007.3 




SD, SE 

292.56,119.44 




MEDIAN 

1092.5 




MIN, MAX 

636.y, 1413.6 




5%, 95% 

636.9, 1413.6 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-va!ue from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. f ^1.234’ will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1:24 My 2002 


Page 549 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006439130 


• # • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 258 of264) 


Biomaiker: Trans-3-hydiuxycolmine ((ng/mp/cigarette per day) _ Analytical Lab: INBIFO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers P-value" 


Week 1 


Week 2 


Week3 


Overall 


MEAN, GEO MEAN 

190.7, 169.7 

SD.SE 

91.29, 37.27 

MEDIAN 

177.0 

MIN. MAX 

61.7, 337.9 

5%. 95% 

61.7, 337.9 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

235.0,203.8 

SD.SE 

127.51,52.06 

MEDIAN 

245.4 

MIN, MAX 

96.2,429.2 

5%, 95% 

96.2,429.2 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

164.2, 157.3 

SD, SE 

49.61,22.19 

MEDIAN 

196.5 

MIN, MAX 

94.6, 202.3 

5%, 95% 

94.6,202.3 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

200.7, 193.6 

SD.SE 

56.23,22.96 

MEDIAN 

210.0 

MIN, MAX 

122.4,271.7 

5%, 95% 

122.4,271.7 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1.234* will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1*2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 259 of 264) 


Biomarker: Trans-3-hvdraxycotmine-O-glucuronide (nmol/L) 

Analytical Lab: INBIFO 



Tirajnoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

3229.3, 2944.6 

18.1, 17.2 



SD, SE 

1244.01,507.87 

7.71,5.45 



MEDIAN 

3884.0 

18.1 



MIN. MAX 

II 34.7. 4122.8 

12.6.23.5 



5%, 95% 

1134.7,4122.8 

12.6,23.5 


ft of BLQ/ALQ Values 

0/0 

0/0 


Week;/ 

N 

6 

l 

NA 

MEAN, GEO MEAN 

3761.5. 3336.9 

14.3, 14.3 



SD, SE 

2090.68, 853.52 

NA, NA 



MEDIAN 

2948.4 

14.3 



MIN, MAX 

1937.9, 7148.3 

14.3,14.3 



5%, 95% 

1937.9,7148.3 

NA, NA 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

2442.3,1338.9 




SD, SE 

2744,27,1227.28 




MEDIAN 

1240.5 




MIN. MAX 

270.0,6900.4 




5%, 95% 

270.0.6900.4 



# of BLQ/ALQ Values 

0/0 



Overall" 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

3314.7,2908.5 

18.5,17.8 



SD. SE 

1730.35, 706.41 

7.07, 5.00 



MEDIAN 

3199.8 

18.5 



MIN. MAX 

1319.5,5509.1 

13.5,23.5 



5%, 95% 

1319.5, 5509.1 

13.5. 23.5 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


i 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Huur Urine Biomaikeis of Esposureby Timepoint and Overall 

(Page 260 of264) 

Biomarkci TransG-hydrosycotinine-Q- g lucuronide (i n mol/Lydgar ette per d ay)_ A nalytical L ab: INB1FO _ 

Timepoint _ Statistic _ Smokers _N on-Smokers __ 


Weekl 


Week 2 


Week 3 


Overall’ 


MEAN,CEO MEAN 

197.4,1792 

SD, SE 

83.47,34.08 

MEDIAN 

196.9 

MIN, MAX 

68 4.324.8 

5%, 95% 

68.4.324.8 

ff of BLQ/ALQ Values 

ao 

N 

6 

MEAN, GEO MEAN 

288.2,252.9 

SD.SE 

144.58,59.02 

MEDIAN 

306.4 

MIN, MAX 

96.9,494.5 

5%, 95% 

96.9,494.5 

If of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

179.5, 122.6 

SD, SE 

137.74.61.60 

MEDIAN 

206.8 

MIN, MAX 

32,1,345.0 

5%, 95% 

32.1,345.0 

U of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

226.3.213.1 

SD, SE 

84.55,34.52 

MEDIAN 

2250 

MIN, MAX 

119.3,362.6 

5%. 95% 

119.3. 362.6 


P-valne* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalised by taking the original biomnrker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

4 P- value from Wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the Bl Q/ALQ values were converted to the limit 
of the quantification (e.g., '<| ,234’will be used as T .234') for the averages across visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics, 
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PM3006439133 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Diomarkers of Exposure by Timepoint and Overall 

(Page 261 of 264) 


Biomaiier Trans-3-hydroxycotinine-O-glucuronide Cnmol/24hr) Analytical Lab: INB1FO 

Timepoint Statistic Smokers 

— 

Non-Smokers 

P-value* 

Week 1 

N 

& 


2 

0.0668 

MEAN, GEO MEAN 

5915.230,4956,210 


46.567,35.776 



SD,SE 

3528.2682,1440.4094 


42.1556,29.8085 



MEDIAN 

5879.115 


46.567 



MIN. MAX 

1543.192.11872.310 


16.758.76.375 



5%, 95% 

1543.192,11872.310 


16.758,76.375 


# of BLQ/ALO Values 

0/0 


0/0 


Week 2 

N 

6 


1 

NA 

MEAN, CEO MEAN 

5976.365, 5622.441 


24.024, 24.024 



SD.SE 

2460.4198,1004.4622 


NA.NA 



MEDIAN 

4840.694 


24.024 



MIN. MAX 

3837 042.10362.680 


24 024, 24.024 



5%, 95% 

3837.042, 10362.680 


NA.NA 


# of BLQ/ALQ Values 

0/0 


o/o 


Week 3 

N 

5 



NA 

MEAN, GEO MEAN 

5169.565,2378384 





SD.SE 

6804.7412.3043.1728 





MEDIAN 

2667.075 





MIN, MAX 

372.600, 16905.980 





5%, 95% 

372.600, 16905.980 




# of BLQ/ALQ Values 

0/0 




Overall* 

N 

6 


2 

0.0668 

MEAN, GEO MEAN 

5777.447, 4931.665 


48.383, 39.463 



SD, SE 

3856.0276, 1574.2167 


39.5867, 27.9920 



MEDIAN 

4375.768 


48.383 



MIN, MAX 

2179.450, 13046.990 


20.391,76375 



5%, 95% 

2179450, 13046.990 


20.391, 76.375 



61 P-value from Wilcoxon rank-sum test. 

* Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification Ce.g.. ’<1.234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439134 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Ilpur Urine Btomarkcrs of Exposure by Timepoint and Overall 

fPage 262 cf2M) 


Bipmarker. Trans-3-hYdmxycotinine-O-ftlucuronide ((nmor24hrVciiatea e pot da y! Analytical LabtJNBIfO__ 

Timepoim _ Statistic ___ Smokers _ _ Non-Smokers ___ P-value* 


Week 1 


Week 2 


Week 3 


Overall* 


N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# Of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
3%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


6 

326.104,301 650 
148.2217,60.5112 
276.753 

16T.506, 593.616 
167 506.593 616 
0/0 

6 

461.555,426.075 
189.3290. 77.2932 
461.075 

191.852, 769.055 
191.852,769.055 
0/0 

5 

363.714,217.734 
328.0110,146.6910 
416.278 
50.380, 845.299 
50.380, 845.299 
0/0 

6 

381.335,355.488 
159.8954,65.2770 
352 888 

209.009, 652.350 
209.009, 652.350 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

J P-value from Wdcoxort rank-sum test. 

* Overall values calculated by first averaging tbc results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<] ,234’wiH be used as T.234*1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439135 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 263 of 254) 


Biomarker: Trans-3-hydrosvcotinitre-Q-glucuronide (nmol/mg Creatinine! Analytical Lab: 1NB1FO 

Tintepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

6 

2 

0,0668 

MEAN. GEO MEAN 

4.796,3.591 

0.031,0.020 



SD, SE 

4,5266,1.8888 

0.0339,0.0240 



MEDIAN 

3.582 

0.031 



MIN, MAX 

1.271.14.020 

0.007. 0.055 



5%, 95% 

1.271,14.020 

0.007. 0.055 


If of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

1 

NA 

MEAN, GEO MEAN 

4.998,4,431 

0.009,0.009 



SD, SE 

2.9163,1 1906 

NA.NA 



MEDIAN 

4.687 

0.009 



MIN, MAX 

2.318, 10.545 

0.009,0.009 



5%, 95% 

2.318,10.545 

NA, NA 


# of BLQ/ALQ Values 

0/0 

o/o 


Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

4.826,2.324 




SD, SE 

6.5574, 2.9326 




MEDIAN 

2.547 




MIN. MAX 

0,609.16.275 




5%, 95% 

0,609,16.275 



# of BLQ/ALQ Values 

o/o 



Overall* 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

4.837, 3.842 

0.032,0.021 



SD, SE 

4.3685,1.7834 

0.0332,0.0235 



MEDIAN 

3.397 

0.032 



MIN, MAX 

2.192,13.613 

0.008,0.055 



5%, 95% 

2.192,13.613 

0.008,0.055 


a P-value from Wilcoxan rank-sum test. 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RT.Q/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., ’<1.234’will be used as 1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbr the overall statistics. 


Draft 1:24 July 2002 


Page 555 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006439136 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 264 of 264) 


Blomarker Trans-3-hydrDxycotinine-O-giucuronirfe Knmol/mg CreatinineVcigarette per day) _Analytical Lab: 1NB1FO 

Tiirtepoint _ Sutistic _. Smokers _ 


Non-Smokers 


P-value’ 


Week 1 


Week 2 


Week 3 


Overall" 


MEAN, GEO MEAN 

0.265,0.219 

SD.SE 

0.2168,0.0885 

MEDIAN 

0,201 

MIN, MAX 

0.119. 0.701 

5%. 95% 

0.119, 0701 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.37S, 0.336 

SD.SE 

0.1636, 0.0668 

MEDIAN 

0.440 

MIN, MAX 

0.116, 0.527 

5%, 95% 

0.116. 0.527 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.344,0.213 

SD, SE 

0.3074,0.1375 

MEDIAN 

0.336 

MIN, MAX 

0.034,0.814 

5%, 95% 

0.034,0.814 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN. GEO MEAN 

0.321,0.278 

SD.SE 

0.1946.0.0795 

MEDIAN 

0.293 

MIN, MAX 

0.118,0.681 

5%, 95% 

0.118, 0.681 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking lire original biomarker and dividing il by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

® P-valuc from Wilcoxon rank sum rest. , 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< 1,234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439137 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exhalate Biomarkers of Exposure by Ttmcpoint and Overall 

(Page I of 8) 


Biomarker: Aggtogjtrife (nL/L @2Q °C and 1 atm) _ Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 


Week 1 

N 

50 

65 

0.0020 


MEAN, GEO MEAN 

12771.286,2830.905 

23024.374,9604,280 




SD. SE 

16174.6257, 2287.4375 

20647.3178,2560.9846 




MEDIAN 

7559.747 

19298.217 




MIN, MAX 

27.047,61266.718 

27.047.90418.051 




5%. 95% 

27.047,43336.359 

92.902,54497.370 



# of BLQ/ALQ Values 

3/12 

2/0 



Week 3 

N 

46 

65 

0.0003 


MEAN, GEO MEAN 

14740.147,4167.738 

25525.906, 16294.636 




SD, SE 

15322.4372, 2259.1701 

15334.1170, 1901.9631 




MEDIAN 

11061.267 

25973.434 




MIN, MAX 

27.047,55212.198 

27.047,64440.436 




5%, 95% 

360.626,41797.811 

571.554,48358.890 



# of BLQ/ALQ Values 

1/14 

1/0 



Week 6 

N 

42 

65 

<.0001 


MEAN, GEO MEAN 

13484.527, 3570.907 

25638.963.17780.694 




SD, SE 

15300.2649,2360.882! 

13884.4733. 1722.1570 




MEDIAN 

6200.319 

28505.088 




MIN, MAX 

27.047,57117.622 

143.554, 58955.534 




5%, 95% 

360.626.38261.231 

2225.726,46880.251 



ff Of BLQ/ALQ Values 

ini 

0/0 



Overall* 

N 

50 

65 

<0001 


MEAN, GFO MEAN 

14217.256, 5394.281 

24729.748,21455.756 




SD, SE 

13608.7604, 1924.5694 

11459.6009, 1421.3886 




MEDIAN 

13301.411 

24283.147 




MIN, MAX 

138,408,61266.718 

2561.353,52452.649 




5%, 95% 

249.433,41598.061 

6272.987,39744.215 




a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’ will be used as 1.234’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439138 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exhalate Biomarkers of Exposure by Timepoint and Overall 

(Page 2 of 8) 


Biomarker: Acetonitrile (nmol/L) Analytical Lab: Madison 


Timetjoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

50 

65 

0.0020 


MEAN, GEO MEAN 

530.898, 1 17.677 

957.116,399.243 



SD. SE 

672.3739,95.0880 

858.3023, 106.4593 



MEDIAN 

314.257 

802.221 



MIN. MAX 

1.124,2546.837 

1.124,3758,649 



5%. 95% 

LI24. 1801.478 

3.862,2265.438 



# of BLQ/ALQ Values 

3/12 

2/0 


Week 3 

N 

46 

65 

0.0003 


MEAN, GEO MEAN 

612.743,173250 

1061.103, 677.359 



SD, SE 

636.9487,93.9130 

637.4342, 79.0640 



MEDIAN 

459814 

1079.707 



MIN. MAX 

1.124,2295.153 

1.124,2678.768 



5%. 95% 

14.991, 1737.521 

2.3.759,2010.263 



# of BLQ/ALQ Values 

1/14 

I/O 


week 6 

N 

42 

65 

<.0001 


MEAN, CEO MEAN 

560.547,148.439 

1065.803,739.139 



SD, SE 

636.0270,98.1411 

577.1730, 71 5895 



MEDIAN 

257.745 

1184.947 



MIN, MAX 

1.124,2374.361 

5.968,2450.762 



5%. 95% 

14.991,1590.507 

92.523,1948.797 



# of BLQ/ALQ Values 

2/12 

0/0 


Overall* 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

591.007, 224.238 

1028.007,891.909 



SD. SE 

565.7117.80.0037 

476.3719,59.0867 



MEDIAN 

552.935 

1009.442 



MIN, MAX 

5.753. 2546.837 

1D6.475,2180.439 



5%. 95% 

10.369,1729.218 

260.766,1652.154 



1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234' will be used as *1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439139 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Nun-Snwkcre cfExhataie Biomaikers of Exposure by Timepoinl and Overall 

(Page 3 of 8} 


Biomarker: Acetonitrile ftnUL (220 °C and 1 atmVciearette tier day) Analytical Lab: Madison 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

1086.236. 217,463 




SD.SE 

2682.8000. 379.4052 




MEDIAN 

546.023 




MIN, MAX 

1.378, 18842.877 




5%, 95% 

2.254, 2802.105 



# of BLQ/ALQ Values 

3/12 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

1430.704, 332.223 




SD, SE 

2317.4116, 341.6837 




MEDIAN 

833.470 




MIN. MAX 

1.803, 13126.227 




5%, 95% 

18.031,5639.894 



# of BLQ/ALQ Values 

i/14 



Week 6 

N 

42 


NA 

MEAN, GEO MEAN 

1495.642,267.395 




SD.SE 

3294.4494, 508 3446 




MEDIAN 

378.483 




MIN, MAX 

1.352, 19039.207 




5%, 95% 

14.425,5729.977 



# of BLQ/ALQ Values 

2/12 



Overall* 

N 

50 


NA 

MEAN, GEO MEAN 

1355.640.435.265 




SD.SE 

1920.0254,271.5326 




MEDIAN 

877,738 




MIN, MAX 

6.920,11017.118 




5%, 95% 

15.627,4456.056 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as *1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439140 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers ofExhalate Biomarkers of Exposure by Timepoint and Overall 

{Page 4 of 8) 


1 


Biomarker; Acetonitrile ({nnwl/LVcigarette per day) _ Analytical Lab: Madison 

Ttmepoint _ Statistic _ Smokers _ 


Non-Smokers 


P-value' 


Week 1 

N 

50 

NA 


MEAN, GEO MEAN 

45.154,9.039 



SD.SE 

111.5231,15.7717 



MEDIAN 

22.698 



MIN, MAX 

0.057, 783.292 



S%. 95% 

0.094. 116.483 



# of BLQ/ALQ Values 

3/12 


Week 3 

N 

45 

NA 


MEAN, GtO MEAN 

39.474,13.812 



SD.SE 

96.3340,14.2037 



MEDIAN 

34.647 



min, max 

0.075,545.653 



5%. 95% 

0.750,234.449 



# Of BLQ/ALQ Values 

1/14 


Week6 

N 

42 

NA 


MEAN, GEO MEAN 

62.173,11.116 



SD, SE 

136.9492,21.1317 



MEDIAN 

15.734 



MSN. MAX 

0.056, 791.454 



5%, 95% 

0.600,238.193 



# of BLQ/ALQ Values 

2/12 


Overall' 

N 

50 

NA 


MEAN, GEO MEAN 

56.354, 18.095 



SD.SE 

79.8149, 11.2875 



MEDIAN 

36.487 



MIN, MAX 

0.288,457.978 



5%, 95% 

0650,185.237 



NO lb; Values listed were normalized by taking the original biomaikcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. t .. . 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., *<t .234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exhat ate Diomarkers of Exposure by Timcpoint and Overall 

(Page 5 of 8) 


Biomarker: Acetonitrile (ng/mL) Analytical Lab: Madison 


Timcpoint 

Statistic 

Smokers 

Non-Smokers 


P-value 1 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

50 

5541422.49, 784997.78 

44S5153.9I0, 654296.549 

2096285.14 

7500.00. 16988996.62 

7500.00.12016985.39 

3/12 

65 

(5384559.49,2663225.25 

5725412.124,710149.973 

5351312.21 

7500.00.25072535.47 

25761.32, 15111885.45 

2/0 


0.0020 

week J 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

46 

4087379.02.1155695.46 
4248845.728,626458.126 

3067241.42 

7500.00, 15310104.26 
100000.00,11590352.68 
i/14 

65 

7078223.49,4518431.88 

4252084.490,527406.171 

7202321.10 

7500-00, 17869054.85 

158489.34,13409711.46 

1/0 


0.0003 

Weeks 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

ffof BLQ/ALQ Values 

42 

3739201.06,990196.87 

4242697.448, 654662.429 

1719321.63 

7500.00,15838470.03 

100000.00,10609674,23 

2/12 

65 

7109573.85,4930509.83 

3850104.529.477546.693 

7904337.84 

39806.96, 16348115.24 

617184.22,12999691.34 

0/0 


<.0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

50 

3942383.60,1495810.65 

3773650.S66,533674,781 

3688423.85 

38379.95,16988996.62 

69166.67, 11534962.73 

65 

5857452.28,5949588.46 
3177697,892,394144.915 

6733611.88 

710251.93, 14544893.17 

1739472.33, 11020899.43 


<.0001 


s P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ^<1.234’will be used as ’! .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers ami Non-Smokers of Exhalate Biomarkers of Exposure by Timcpoint and Overall 

{Page 6 of 8) 


Biomaiker: Acetonitrile (fnc/niLVciaarene per day) 
TimeDoint Statistic 

Analytical Lab: Madison 
Smokers 

Week 1 

N 

so 

MEAN, GEO MEAN 

301208.44, 60301.04 


SD, SE 

743928.886. 105207.432 


MEDIAN 

151409.90 


MIN, MAX 

381.99.5225048.61 


5%, 95% 

625.00,777011.51 

# ofBLQ/ALO Values 

3/12 

Week 3 

N 

44 

MEAN, GEO MEAN 

396728.13,92124.35 


SD, SE 

642608.244,94747.417 


MEDIAN 

231117.50 


MIN. MAX 

500.00, 3639846.15 


5%, 95% 

5000.00, 1563918.26 

ft of BLQ/ALQ Values 

1/14 

Weekfi 

N 

42 

MEAN, GEO MEAN 

414735.01,74148.18 


SD, SE 

913536.611.140961.759 


MEDIAN 

104951.71 


MIN, MAX 

375.00, 5279490.01 


5%, 95% 

4000.00,1588897.93 

# 0 fBLQ/ALQ Values 

2/12 

Overall’ 

N 

50 

MEAN, GEO MEAN 

375913.22, 120697.61 


SD, SE 

532414.763,75294.818 


MEDIAN 

243392.79 


MIN. MAX 

1919.00,3054999.42 


5%, 95% 

4333.33, 1235645.07 


Non-Smokers _ P-value" 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

“ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *< 1.234* will be used as ’1.234} far the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exhalate Biomaikers of Exposure by Timepoinl and Overall 

(Page 7 of 8) 


Biomarker. Carbon monoxide (ppm) _ Analytical Lab: CR.F 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value” 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

26.3.22.5 

5.7,5.5 



SD. SE 

14.89, 2.11 

1.35,0.17 



MEDIAN 

23 5 

5.7 



MIN, MAX 

7.8,71.4 

3.6,9.6 



5%, 95% 

8.6.54.7 

3.7,8.1 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

24.5.20.3 

5.1,4.7 



SD, SE 

15.54,2.22 

1.60,0.20 



MEDIAN 

21.2 

5.2 



MIN, MAX 

4.5,88.9 

0.1.9.6 



5%, 95% 

6.7,50.1 

3.2.7.7 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

26.3,22.3 

5.2,4.9 



SD, SE 

14.50, 2.14 

1.65, ft.20 



MEDIAN 

23.7 

5.2 



MIN, MAX 

5.3,62.2 

0 3,10 6 



5%, 95% 

7.2,55.1 

3.2, 8.3 


tt of BLQ/ALQ Values 

0/0 

0/0 


Week 6 

N 

42 

65 

<0001 

MEAN, GEO MEAN 

29.2,25.0 

6.2, 5.6 



SD, SE 

14.61, 2.25 

2.44,0.30 



MEDIAN 

27.0 

5.8 



MTN, MAX 

4.0,70.5 

0.4,13.8 



5%. 95% 

1 U.0,51.1 

3.6,1J.6 


U of BLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

5a 

65 

<0001 

MEAN. GEO MEAN 

26.2,22.5 

5.6,5.5 



SD, SE 

14.18,2.00 

1.17,0.15 



MEDIAN 

22.1 

5.3 



MIN. MAX 

5.9,66.0 

3.1,8.6 



5%, 95% 

9.5,49.2 

3.7,7.8 



* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALO values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exhalate Biomarkers of Exposure by Timepoint and Overall 

(Page 8 of 8) 


Biomarker: Carbon monoxide (TpomVcicareite per day ) 

Analytical Lab: CRF 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

50 


MEAN, GEO MEAN 

2.2,1.7 



SD, SE 

2.26,0.32 



MEDIAN 

1.6 



MIN, MAX 

0.5,14.3 



5%. 95'/. 

0.6.50 


# of BLQ/ALQ Values 

0/0 


week 2 

N 

49 


MEAN, GEO MEAN 

2.3,1.6 



SD, SE 

3.16,0.45 



MEDIAN 

1.5 



MIN, MAX 

0.5,22.1 



5%, m 

07,4.9 


# of BLQ/ALQ Values 

0/0 


Week 3 

N 

46 


MEAN, GEO MEAN 

2.1.1.8 



SD, SE 

1.66,0.25 



MEDIAN 

1.7 



MIN, MAX 

0.6,11-0 



5%, 93% 

0.8,5.2 


« of BLQ/ALQ Values 

043 


Week 6 

N 

42 


MEAN, GEO MEAN 

2 8,1.9 



SD, SE 

5.31,0.82 



MEDIAN 

1.8 



MIN. MAX 

0.6,35.3 



3%, 95% 

0.9,6.8 


# of BLQ/ALQ Values 

0/0 


Overall* 

N 

50 


MEAN, GEO MEAN 

2.3, 1.8 



SD, SE 

2.83,0.40 



MEDIAN 

1.8 



MIN, MAX 

0.6,20.7 



5%, 95% 

0.8, 5.1 



P-value* 


NA 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the 3LQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-4 

Statistic! Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomaiicrs of Exposure liy Timepoint and Overall 

{Page 1 of 9) 


Biomaiker: C arte ly hemoglobin (*/» saturation) Analytical Lab: C.CLS 


Gender Timepoint 

Statistic 

AM 

Smokers 



Non-Smokers 


PM 

P-value' 

AM 

PM 

P-value' 

Female Week 1 

N 

24 

8 

0.7938 

23 

12 

0.5293 


MEAN. GEO MEAN 

4.3, 3.3 

4.9,3.4 


03,0.3 

0.3, 0.3 



SD.SE 

2,85,0.58 

3.84.136 


0.09.0.02 

0.06, 0.02 



MF.niAN 

12 

4.5 


03 

03 



MIN, MAX 

0.8,113 

0.9,11.4 


03,0.7 

03. 0.5 



5%, 95% 

0.9,8.9 

0.9.11.4 


03,0.4 

0.3,0.5 



# of QLQ/ALQ Values 

0/0 

0/0 


18/0 

9/0 


Week 2 

N 

22 

9 

03838 

27 

s 

0.8869 


MEAN, GEO MEAN 

44,3.1 

3.5.2.2 


03.0.3 

03.0.3 



SD, SE 

3.33,0.71 

2 99.1.00 


0.05,0.01 

0.07,0.03 



MEDIAN 

4.7 

2.6 


03 

03 



MIN, MAX 

03,13.3 

03,9.8 


03,0.5 

03,0.5 



5%, 95% 

0.6.10.1 

03.9.8 


03.0.4 

03.0.5 



ft of BLQ/ALQ Values 

1/0 

1/0 


23/0 

7/0 


Week 3 

N 

24 

5 

0.2143 

28 

7 

0.0468 


MEAN, GEO MEAN 

5.0.4.1 

3.7, 2.7 


0.4,0.4 

0.7, 0.5 



SD.SE 

2.70.0.55 

3.19,1.43 


0.43.0.08 

0.81,031 



MEDIAN 

43 

3.1 


03 

0.4 



MIN, MAX 

03.9.7 

03,9.1 


03,2.2 

03,2.5 



5%, 95% 

13,9.3 

0.7,9.1 


03,1.6 

0.3, 2.5 



ft of BLQ/ALQ Values 

0/0 

wo 


20/0 

2/0 


Week 6 

N 

22 

6 

0.6340 

30 

5 

0.0544 


MEAN. GEO MEAN 

4.7.3.9 

43, 2.4 


0.4,0.3 

0.5, 0.4 



SD, SE 

2.41,0.51 

3.91, 1.60 


0.21,0.04 

0.18, 0.08 



MEDIAN 

4.7 

3.4 


03 

0.4 



MIN, MAX 

0.4,9.8 

0.3, 9.2 


03,1.3 

03,0.7 



5%. 95% 

1.0,8.2 

0.3, 9,2 


0.3,0.8 

0.3, 0.7 



# of BLQ/ALQ Values 

0/0 

1/0 


21/0 

1/0 



NOTR: AM refers to biomarker collection before noon, PM refers to biomaricer collection at noon or after. 
* P-value from Wilcoxon rank-sum test. 
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Table 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokere of Selected Biomarkere of Exposure by Timepoint and Overall 

(Page 2 of 9) 


Biomarker: Carboxy hemo g lobin (% saturation) Analytical Lab: CCLS 


Gender Timepoint 



Smokers 



Non-Smokers 


Statistic 

AM 

PM 

P-valuc* 

AM 

PM 

P-value* 

Male Week l 

N 

10 

8 

0.7895 

20 

10 

0.7820 


MEAN, GEO MEAN 

4.9, 3.4 

3.7,3.1 


0.5,0.4 

0.5,0.4 



SD, SE 

4.10,1.30 

2.16,0.76 


0.21,0.05 

0.20,0.06 



MEDIAN 

4 1 

3.5 


0.4 

0.4 



MIN. MAX 

0.3.14.8 

0.9.7.9 


0.3,10 

0.3,0.8 



5%, 95% 

03,14.8 

0.9,7.9 


0.3, 0.9 

0.3,0.8 



# of BLQ/ALQ Values 

1/0 

0/0 


7/0 

5/0 


Week 2 

N 

12 

6 

0.8883 

24 

6 

0.7107 


MEAN. GEO MEAN 

3.7,2.6 

3.8,3.0 


0.4,0.4 

0.5,0.4 



SD, SE 

2.77.0.80 

2.79, 1.14 


0.18, 0.04 

0.35,0.14 



MEDIAN 

3.0 

3.5 


0.3 

0.3 



MIN, MAX 

0.3,8.6 

1.0, 8.4 


0.3, 0.9 

0.3, l.l 



5%, 95% 

0.3, 8.6 

l.0,8.4 


0.3, 08 

0.3. 1.1 



S of BLQ/ALQ Values 

1/0 

0/0 


14/0 

3/0 


Week 3 

N 

13 

4 

0.8207 

23 

7 

0.8579 


MEAN, GEO MEAN 

4.5,3.1 

5.5,4.3 


0.5,0.4 

0.4, 0.4 



SD. SE 

3.47.0.96 

4.08.2,04 


0.53,0.11 

0.17, 0.06 



MEDIAN 

3.8 

4.8 


0.3 

0.3 



MIN, MAX 

0.3, 11.3 

1.8,10.5 


0.3. 2.8 

0.3. 0.7 



5%, 95% 

0.3.11.3 

1.8,10.5 


0.3, 1.0 

0.3, 0.7 



#cf BLQ/ALQ Values 

1/0 

o/o 


13/0 

3/0 


Week 6 

N 

9 

4 

0.3961 

24 

6 

0.1565 


MEAN. GEO MEAN 

5.5. 3.8 

3.5.3.1 


0.4, 0.4 

0.6, 0.5 



SD, SE 

4.02,1.34 

1.87,0.94 


0.16,0 03 

0.31,0.13 



MEDIAN 

4.5 

3.3 


0.3 

0.5 



MIN, MAX 

0.3, 13.9 

1.5,5.8 


0.3,0.9 

0.3, 1.1 



5%. 95% 

0.3, 13.9 

1.5,5,8 


0.3,0.7 

0.3, 1.1 



# of BLQ/ALQ Values 

1/0 

0/0 


10/0 

2/0 



NOTE: AM refers to biomarker collection before noon, PM refers to biomarker collection at noon or after. 
J P-value from Wilcoxon rank-sum test. 
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Table 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Btomarkers of Exposure by Timepoint and Overall 

(Page 3 of 9) 


Biomarker: Carboxyhemoglobin (% saturation) Analytical Lab: CCLS 


Gender Timepoint 



Smokers 



Non-Smokers 


Statistic 

AM 

PM 

P-value" 

AM 

PM 

P-value' 

Overall Week 1 

N 

34 

16 

0.9585 

43 

22 

0.9400 


MEAN, GEO MEAN 

4.5,3.3 

4.3, 3.3 


04, 0.4 

0 4,0.4 



SD, SE 

3.21.0.55 

3.08,0 77 


0.17, 0.03 

0.15,0 03 



MEDIAN 

3-7 

4.2 


0,3 

0.3 



MIN. MAX 

0.3, 14.8 

0.9, 11.4 


0.3, 1.0 

0.3, 0.8 



5%. 95% 

0.8,11.3 

0.9,11.4 


0.3,0.7 

0.3,07 



it of BLQ/ALQ Values 

NO 

0/0 


25/0 

14/0 


Week 2 

N 

34 

15 

0.5875 

51 

14 

0.8503 


MEAN, GEO MEAN 

4 2.2.9 

3.6,25 


0.4.0.3 

0.4, 0.4 



SD. SE 

3.12,0.54 

2.81,0.73 


0.13, 0.02 

0.24, 0.07 



MEDIAN 

3.6 

2.6 


0.3 

0.3 



MIN, MAX 

0.3, 13.3 

0.3,9.8 


0.3,0.9 

0.3, 1.1 



5%. 95% 

0.3, 10.1 

0.3,9.8 


0.3,0.7 

0.3, 1,1 



#of BLQ/ALQ Values 

2/0 

t/0 


37/0 

10/0 


Week 3 

N 

37 

9 

0.4974 

51 

14 

0.1438 


MEAN, GEO MEAN 

4.8,3.7 

4.5.3.3 


0.5,0.4 

0.6,0.4 



SD, SE 

2.96,0.49 

3.49,1.16 


0.48,0.07 

0.58,0.16 



MEDIAN 

4.1 

3.1 


0.3 

0,4 



MIN, MAX 

0.3, 11.3 

0.7,10.5 


0.3,2.8 

0.3,2.5 



5%, 95% 

0.3,10.4 

0.7,10.5 


0.3, 1.6 

03,2.5 



# of BLQ/ALQ Values 

120 

0/0 


33/0 

5/0 


Week 6 

N 

31 

10 

0.3387 

54 

11 

0.0194 


MEAN, GEO MEAN 

4.9,3.8 

4.0,2.7 


0.4, 0.4 

0.5,0.5 



SD, SE 

2.92,0.52 

3.14,0,99 


0.19,0.0.3 

0.25,0.08 



MEDIAN 

4.5 

3.3 


U.3 

0.4 



MIN, MAX 

0.3, 13.9 

0.3, 9.2 


0.3, 1.3 

0.3,1.1 



5%. 95% 

0.4,9.8 

0.3, 9.2 


0.3, 0.8 

0.3,1.1 



# of BLQ/ALQ Values 

120 

1/0 


31/0 

3/0 



NOTE: AM refers to biomarker collection before noon, PM refers to biomarker collection at noon or after. 
a P-value from Wifcoxon rank-sum test. 
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Table 14,2.1-4 

Statistical Comparison Between AM and PM fbrSmokcre and Ntm-Smokcre of Selected Biomarkcre of Exposure by Timepoint and Overall 

(Page 4 of 9) 


Biomarker: Acetonitrile (nL/L @20 *C and 1 atm) _ Analytical Lab: Madison 






Smokers 



Non-Smokers 


Gender 

Timepoint 

Statistic 

AM 

PM 

P-value* 

AM 

PM 

P-value" 

Female 

week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

ft of BLQ/ALQ Values 

24 

9197.406,1311.823 
13705.8829.2797,7016 
439.902 

27.047,59118.236 
27.047, 22265.091 

3/8 

8 

16781.718,3342.768 
19269.0303, 6812.6310 
7976.816 

360.626,43336.359 

360.626,43336.359 

0/4 

0.3592 

23 

22989.985, 9938.599 
19137.6796,3990.4821 
25182 623 

67.737,54497.370 
671.507,51712.349 

0/0 

12 

38431.551,21016.813 
27084.6769, 7818.6727 
37326.402 
117.403,90418.051 
117.403,90418.051 

0/0 

0,1220 


Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

24 

10294.955,2054.833 

13820.7579,2821.1504 

722.772 

27 047,49646.042 
360.626,32770.330 

I/ll 

5 

8400.828, 1671.098 
13842.1107,6190.3801 
360,626 

360.626,32326.622 
360.626,32326.622 

0/3 

0.8064 

28 

27303.463,20657.012 
14080.9775,2661 0546 
28995.329 
703.834,51460.152 
2753.207, 44229.194 

0/0 

7 

36892.985, 33259.160 
18550.9475, 7011.5991 
31028.322 

17025.081,64440.436 

17025.081,64440.436 

D/0 

0.3753 


Week 6 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

22 

9807.737.2250.643 
12195.4292,2600.0742 
2276.319 

27.047, 37095.541 
360.626.32905.616 

1/9 

6 

10016.216,1000.994 
16074.6976,6562.4678 
360.626 

27.047,38261.231 

27.047,38261.231 

1/3 

0.5795 

30 

26894.960, 20724.486 

131 12.2031,2393.9498 
29198.741 

285.948, 58955.534 
3549.774, 42384.015 

0/0 

5 

27731.250,26969.413 
7200.1256. 3219.9940 
29717.322 

20243.545.37028.299 
20243.545, 37028.299 

O/O 

1.0000 


NOTE: AM refers to biomarker collection before noon, PM refers to biomarker collection at noon or after. 
a P-vflltte from Wilcoxon rank-sum test. 
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Table 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkers of Exposure by Timepoint and Overall 

(Page 5 of9) 


Biomarker: Acetonitrile (nL/L @20 "C and 1 itro) _ Analytical Lab: Madison 






Smokers 



Non-Smokers 


Gender 

Timepoint 

Statistic 

AM 

PM 

P-value' 

AM 

PM 

P-value’ 

Male 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

ft of BLQ/ALQ Values 

10 

16904.230, 8326.873 
20277.1984,6412.2131 
8240.636 

12S3.024. 61266.718 
1283.024,61266.718 

0/0 

8 

14316.314,6254.584 

14995.5085,5301.7129 

9172.766 

278.352.38265.077 
278.352,38265.077 

0/0 

0.7558 

20 

17097.365,7162.784 

15793.3208,3531.4939 

12584.867 

27.047.48597.939 

59.975,47313.460 

1/0 

10 

16468.872, 6236.335 
16455.2281,5203.6000 
8762.168 

27.047,49048.904 
27.047, 49048.904 

1/0 

0.8603 


Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

S of BLQ/ALQ Values 

13 

26388.561. 16738.102 
15238.0199.4226.2663 
29314,866 

149.199,55212.198 
149.199,55212 198 

0/0 

4 

11478.097,9917.405 

6763.4827,3381.7413 

10610.769 

4330.705,20360.146 

4330.705,20360.146 

0/0 

0.0793 

23 

19812.928,11507.278 
13098.5933, 2731.2455 
19087.935 
189.826,41703.996 
555.984.37842.197 

0/0 

7 

25819.812,9693.183 
18759.8474, 7090.5558 
22947.667 

27.047.48358.890 
27.047.48358.890 

1/0 

0.5238 


Week 6 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

10 

19910 429,13629.841 
16156.1257,5109.0155 
18654.588 

1827.506,57117.622 

1827.506,57117.622 

0/0 

4 

22844.579.10705.685 
23809.0191, 11904.5095 
19767.097 

2668.716.49175.407 

2668.716.49175.407 

0/0 

1.0000 

24 

24644.697,16418.958 
14596.3978, 2979.4772 
26642.053 
143.554.47862.018 
2225.726, 46880.251 
(V0 

6 

21592.468, 8033.725 
20263.5199. 8272.5473 
19428.599 
178.106,49916.584 
178.106,49916.584 

0/0 

0.6974 


NOTE: AM refers to bio marker collection before noon, PM refers to biomarker collection at noon or after. 
“ P-va!ue from Wilcoxon rank-sum test. 
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PM3006439150 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkers of Exposure by Timepoint and Overall 

(Page 6 of 9) 


Biomarker: Acetonitrile (aL/L @20 »C and 1 atm) _ Analytical Lab: Madison 






Smokers 



Non-Smokers 


Gender 

Timepoint 

Statistic 

AM 

PM 

P-value 1 

AM 

PM 

P-valuc" 

Overall 

Week 1 

N 

MEAN. CEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

#ofBLQ/ALQ Values 

39 

11464.119,2259.103 

15992.7265,2742.7300 

2817.108 

27.047,61266.718 
27.047,59118.236 

3/8 

16 

15549.016,4572.485 

16728.0971,4182.0243 

9172.766 

278.352.43336.359 

278.352.43336.359 

0/4 

0.4829 

43 

20249.232,8534.252 
17706.6862,2700.2443 
16827.867 
27.047,54497.370 
92.902,50115.663 

1/0 

22 

28448.515.12098,504 
25011.8052,5332.5348 
27302.458 
27,047,90418.051 
117.403, 74719,187 

1/0 

0.2386 


Week 3 

N 

MEAN, GEO MEAN 

SO, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

n of BEQ/ALQ values 

37 

15949.465,4293.712 

16127.7100,2651.3792 

14371.511 

27.047.55212.198 

149.199,49646.042 

I/ll 

9 

9768.503, 3687.513 
10751.1263,3583.7088 
8595,639 

360.626, 32326.622 
360.626, 32326.622 

0/3 

0.5092 

51 

23925.378, 15866.30! 
14026.0527,1964.0402 
25973.434 

189.826, 51460.152 
571.554, 43507.242 

0/0 

14 

31356.399, 179S5.I42 
18822.1847,5030.4405 
28028.074 

27.047, 64440.436 
27.047, 64440.436 

1/0 

0.2539 


Weeks 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

K of BLQ/ALQ Values 

32 

12964.828. 3951.292 
14112.6511,2494.7878 
8205.296 
27.047,57117.622 
360,626,37095.541 

1/9 

10 

15147.561,2582.882 

19400.8827,6135.0978 

2693.761 

27.047,49175.407 

27.047,49175.407 

1/3 

0.9405 

54 

25894.843.18686.737 
13704.2502,1864.9122 
28847.657 

143.554, 58955.534 
2225.726, 46880.251 

0/0 

11 

24382.823. 13931.158 
15372.6860,4635 0392 
28310.649 
178.106,49916.584 
178.106,49916.584 

0/0 

0.7068 


NOTE: AM refers to biomarker collection before noon, PM refers to biomarker collection at noon or after. 
* P-value from Wilcoxon rank-sum test. 
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PM3006439151 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers aud Non-Smokers of Selected Biomarkers of Exposure by Timepoint and Overall 

(Page 7 of 9) 


Biomarker. Carbon monoiide (ppm) 

Analytical Lab: CRF 







Gender Timepoint 



Snookers 



Non-Smckere 


Statistic 

AM 

PM 

P-value 1 

AM 

PM 

P-valuc* 

Female Week ! 

N 

23 

9 

0.6751 

23 

12 

0.2026 


MEAN, GEO MEAN 

25,3,21.9 

29.5,24.7 


5.2,5.1 

6.0,5.8 



SD.SE 

13.98, 292 

17.31,5.77 


1 14.0 24 

1.61.0.46 



MEDIAN 

22.8 

27.2 


4.8 

5.7 



MIN, MAX 

7.8,66.5 

8.4,54.7 


3.7, 8.1 

4.0,9.6 



5%, 95% 

9.6,42.2 

8.4,54.7 


4.0,6.9 

40,9.6 


9 of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 2 

N 

22 

9 

0.3723 

27 

8 

0.5818 


MEAN, GEO MEAN 

27.2,22.4 

208, 17.2 


4.4,4.3 

4.5,4.2 



SD, SE 

18.64,3.97 

13.86,4.62 


0.99,0.19 

2.06.0.73 



MEDIAN 

23.0 

18.0 


4.4 

3.8 



MIN, MAX 

6.5,88.9 

6.7,50.1 


2.2,6.8 

2.1,8.6 



5%, 95% 

9.3,55.6 

6.7, 50.1 


3.2,5.7 

2.1, 8.6 


# Of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

24 

5 

0.0885 

29 

6 

0.4433 


MEAN,GEO MEAN 

28.3.25.2 

17.1,14.1 


4.6,4.2 

4.2,4.1 



SD, SE 

12.86,2.63 

12.46. 5.57 


1.41,0.26 

0.91,0.37 



MEDIAN 

25.4 

16.0 


4.5 

4.1 



MIN, MAX 

5.3,60.7 

72,38.0 


0.3,7.4 

3.0, 5.5 



5%, 95% 

12.4,45.1 

7.2,38.0 


3.1,6.9 

3.0,5.5 


#of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 5 

N 

22 

6 

0.5566 

30 

5 

0.7057 


MEAN, GEO MEAN 

30.1,27.9 

26.9,19.4 


5.2,4.5 

5.4,5.4 



SD, SE 

11.15, 2.38 

20.87, 8.52 


2.14,0.39 

0.79,0.35 



MEDIAN 

28.6 

19.5 


4.9 

5.5 



MIN, MAX 

10.1,49.9 

4.0, 54.0 


0.4,9.8 

4.5,6.5 



5%, 95% 

13.6, 47.9 

4.0. 54.0 


1.0,9.0 

4.5,6.5 


# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

(I/O 



NOTE: AM refers to biomarker colJection before noon, PM refers to biomarker collection at noon or after 
* P-value from Wilcoxon rank-sum test. 
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12226-8450 



RSR 

Protocol No. PM-8450 
Covance CRU Study No. 


Table 14.2.1-4 

Statistical Comparison Between AM and PM few Smokers and Non-Smokers of Selected Biomarkers of Exposure by Timcpoint and Overall 

(Page 8 of 9) 


Bromaricer Carbon monoxide (ppm) 

Analytical Lab: CRF 










Smokers 



Non-Smokera 


Gender Timcpoint 

Statistic 

AM 

PM 

P value' 

AM 

PM 

p-value" 


Week 1 

N 

11 

7 

0.9278 

22 

8 

0.4524 


MEAN, GEO MEAN 

27.0,22.8 

24.2.21.8 


6.1, 6.0 

5.5, 5.3 



SD.SE 

17.63,5.32 

12.34,4.67 


1.29,0.28 

1.45,0.51 



MEDIAN 

24.2 

22.0 


6.0 

5.9 



MIN. MAX 

8.6,71.4 

11.6,47.2 


3.7,9.1 

3.6,7.5 



5%. 95% 

8.6,714 

II.6,47.2 


4.5,8.0 

3.6,7.5 



It of BIQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


week 2 

N 

13 

5 

0.4301 

24 

6 

0.2871 


MEAN, GBO MEAN 

24.3,20.4 

19.5,17.6 


5.6.4.9 

6.9,6.7 



SD.SE 

12.87,3.57 

9.48.4.24 


147,0.30 

1.97,0.80 



MEDIAN 

21.8 

16.6 


5.9 

6.6 



MIN. MAX 

4.5,44.1 

9.6,32.0 


01,7.7 

4.8,9.6 



5%, 95% 

4.5,44.1 

9.6,32.0 


4.0,7.5 

4.8,9.6 



# of BLQ/ALQ Values 

CEO 

0/0 


0/0 

0/0 


Week 3 

N 

14 

3 

0-9498 

23 

7 

0.4029 


MEAN, GEO MEAN 

254,21.2 

30.5,22.9 


5.1,5.9 

6.1,61 



SD.SE 

14.94, 3.99 

27.83, 16.07 


1.78,0.37 

0.33,0.12 



MEDIAN 

23.7 

19.2 


5.5 

6.0 



MIN, MAX 

5.3,55.1 

10.1.62.2 


3.4,10.6 

5.8, 6.8 



5%, 95% 

5.3,55.1 

10.1,62.2 


40,9.4 

5.8, 6.8 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 6 

N 

11 

3 

0-7555 

25 

5 

0.6556 


MEAN. GEO MEAN 

30.1,24.9 

24.0,19.5 


74,7.0 

7.1,70 



SD.SE 

17.49,5.27 

19.50,11.26 


2.66.0.53 

0.94,0.42 



median 

26.1 

14.4 


6.5 

7.0 



MIN, MAX 

5.0, 70.5 

11.1,46.4 


4.5,13.8 

6.0, 8.6 



5%, 95% 

5.0, 70.5 

11.1,464 


4.8,13.3 

6.0, 8.6 



ft of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 



NOTE: AM refers to biomafker collection before noon. PM refers to biomarker collection at noon or after. 
* P-value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.14 

Statistical Comparison Between AM anti PM for Smokers and Non-Smokeis of Selected Biomarkers of Exposure by Timcpoint and Overall 

(Page 9 of 9) 


Btomarker: Carbon monoxide (ppm) 

Analytical Lab: CRF 







Gender Timepoint 



Smokers 



Nan-Smokers 

Statistic 

AM 

PM 

P-value* 

AM 

PM 

P-value' 

Overall Wee* 1 

N 

34 

16 

0.7948 

45 

20 

0.8086 


MEAN, GEO MEAN 

25.9,22.2 

27.2,23.4 


5.6, 5.5 

5.8, 5.6 



SD, SE 

IS.01,2.57 

15.10,3.78 


1329,0.19 

1.52, 0.34 



MEDTAN 

23.5 

23.6 


5.7 

5.7 



MIN, MAX 

7 8,71.4 

8.4,54.7 


3.7,9.1 

3.6.9.5 



5%, 95% 

8.6,66.5 

8.4,54.7 


4.0, 8.0 

3.7, 8.9 


# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 2 

N 

35 

14 

0.2590 

51 

14 

0.6B97 


MEAN. GEO MEAN 

26.2,21.6 

20.3,17.3 


5.0,4.6 

5.6, 5.1 



SD, SE 

16.58. 2.80 

12.10,3.23 


1.35,0.19 

2.29,0.61 



MEDIAN 

21.8 

17.3 


5.0 

53 



MIN, MAX 

4.5,88.9 

6.7,50.1 


0.1.7.7 

2.1,9.5 



5%, 95% 

6.5,55.6 

6.7,50.1 


3.2,7.0 

2.1,9.6 


# of BLQ/ALQ Values 

WO 

0/0 


0/0 

0/0 


Week 3 

N 

38 

8 

0.1778 

52 

13 

0.6935 


MEAN, GEO MEAN 

27.2.23 7 

22.1.16.9 


5.3,4.9 

5.2, 5.1 



SD. SE 

13.53,2.20 

18.93, 6.69 


1.75,0.24 

1.20,0.33 



MEDIAN 

25.0 

162 


5.1 

5.8 



MIN. MAX 

5.3,60.7 

7.2,62.2 


0.3,10.6 

30,6.8 



5%, 95% 

5.3,55.1 

7,2,62,2 


3.2, 8.6 

3.0.6.S 


# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 6 

N 

33 

9 

0.3658 

55 

10 

0.5789 


MEAN, GEO MEAN 

30.1,26.8 

25.9,19.4 


6.2,5.5 

62,6.1 



SD, SE 

13.31,2.32 

19.22,6.41 


2.61,0.35 

1.21,0.38 



MEDtAN 

28.0 

14.8 


5.7 

6.3 



MIN, MAX 

5.0,70.5 

4.0,54.0 


0.4. 13.8 

4.5,8.6 



5%, 95% 

10.0,49.9 

4.0,54.0 


1.3,11.6 

4.5, 8.6 


# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 



NOTE: AM refers to biomarker collection before noon, PM refers to biomarker collection at noon or after. 
* P-value from Wilcoxon rank-sum test. 
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Protocol No. PM-8450 
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Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Bio markers of E*|>osijre by Tiniepoint and Overall 

(Page 1 of 14) 


Biomaiker: Acetonitrile (ng/mL) Analytical Lab: Madison 





Male 



Female 


TimeDoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

477.23,333.46 

377.102, 88.884 

312.53 

51.48, 1346.61 

51.48, 1346.61 

I/O 

30 

171.70.106.37 
258.462,47.189 

107.85 

30.00,1436.84 
30.00.431.13 

84) 

0.0003 

32 

221.90. 173.46 

248.932, 44.005 

154.60 

66.48,1500.00 
75.16.386.20 

0/1 

35 

184.61.90.50 

313.664,53.019 

88.39 

30.00. 1500.00 

30.00, 972.68 

8/1 

0.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SF. 

MEDIAN 

MrN, MAX 

5%, 95% 

» of BLQ/ALQ Values 

17 

436.61, 318.33 

360.287. 87383 

285.73 

54.06.1500.00 

54.06, 1500.00 

0/1 

30 

164.07,114.31 

143 259,26.155 

112.33 

30.00. 688.37 

30.00, 371.85 

7/0 

0.0010 

31 

314.55, 212.48 

313.375, 56.284 

179.28 

30.00.1500.00 

48.66,1002.96 

1/1 

35 

192.29, 116.73 
201.926,34.132 

95.44 

30.00, 756.74 

30.00, 664.01 

5/0 

0.0154 

Week 3 

N 

MEAN.GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

820.39.583.11 

694.688, 168.487 

429.35 

166.78,2000.00 

166.78, 2UOO.OU 

0/4 

30 

234.01,153.58 

216.278,39.487 

150.45 

30.00,896.92 

30.00, 722.48 

6/0 

0.0001 

29 

383.39, 251 66 

429.385, 79.735 

239.93 

46,59,2000.00 

67.97, 1389.35 

0/1 

35 

182 84.118.86 

221.687,37.472 

109.58 

30.00,1168.91 

30.00, 619.94 

4/0 

0.0014 

Week 6 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

t* of BLQ/ALQ Values 

14 

477.27,375.66 

261.951, 70.009 

509.88 

31.68,1060.80 

31.68,1060.80 

0/0 

30 

203.58,125.40 
224.030,40.902 

108.47 

30.00, 886.61 

30.00, 744.35 

6/0 

0.0012 

28 

420.84,251.72 

485.955, 91.837 

173.79 

49.12, 1500.00 

97.44, 1460.56 

0/1 

35 

242.70,141.68 

241.581,40.835 

150.96 

30.00,947.36 

30.00, 670.92 

7/0 

0.0731 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

556.01,495.30 

278.491, 65.641 

472.90 

204.49. 1084.24 

204.49.1084.24 

30 

193.34,167.20 

105.774,19.312 

153.90 

41.94,452.36 

83 94. 382 94 

<.0001 

32 

326.87,258.33 

230.694, 40.781 

253.44 

82.80, 951.72 

85.41, 740.98 

35 

200.61, 153.3! 
157.950,26.699 

156.31 

30.00, 701.92 

40.12. 599.86 

0.0127 


’ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not Bpply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234 1 will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gentler of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 2 of 14) 


Biomarker: Acetonitrile fnmoL'U Analytical Lab: Madison 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

ff of BLQ/ALQ Values 

18 

11634.8,8129.7 

9193.74,2166.99 

7619.5 

1255.1.32830.4 

1255.1.32830.4 

I/O 

30 

4186.1,2593,3 

6301.32,1150.46 

2629.3 

731.4. 35030 2 

731.4, 10510.9 

8/0 

0.0003 

32 

5409.8.4228.9 

6068.97,1072.85 

3769.2 

1620.8, 36570.0 
1832.4,9415.6 

0/1 

35 

4500.7,2206.4 

7647.13,1292.60 

2154,9 

731.4,36570.0 

731.4.23713.9 

8/1 

0.0001 

Week I 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

If of BLQ/ALQ Values 

17 

10644.6,7760.9 

8783.81,2130.39 

6966.1 

1318.0, 36570.0 

1318.0,36570.0 

0/1 

30 

3999.9, 2786.9 

3492.67, 637.67 

2738.5 

731.4, 16782,5 

731.4, 9065.9 

7/0 

0.0010 

31 

7668.8.5180.2 

7640.09, 1372.20 

4370.8 

731.4,36570.0 

1186.3.24452.2 

I/I 

35 

4688.1, 2845.8 

4922.96, 832.13 

2326.8 

731.4,18449.3 

731.4,16188.6 

5/0 

0.0154 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

U of BLQ/ALQ Values 

17 

20001 2.14216.3 
16936.49,4107.70 
10467.6 

4066.1,48760.0 

4066.1,48760.0 

0/4 

30 

57051.3744.2 

5272.86,962.69 

3668.0 

731.4,21866.9 

731.4, 17614.1 

6/0 

0.0001 

29 

9347.0, 6135.5 
10468.41, 1943.94 

5849.5 

1135.9,48760.0 
1657.1,33 8 72.4 

0/1 

35 

4457 7, 2897.8 
5404.72,913.56 

2671.6 

731.4,28498.0 

731.4,15114.1 

4/0 

0.0014 

Week 6 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It of BLQ/ALQ Values 

14 

11635.7,9158.6 

6386.36,1706.83 

12430.9 

772.4, 25862.3 

772.4, 25862.3 

0/0 

30 

4963.4,3057.3 

5461.86,997.20 

2644.5 

731.4,21615.6 

731.4, 18147.3 

6/0 

0.0012 

28 

10260.1,6136.8 

11847.57,2238.98 

4237.0 

1197.5, 365 /0.0 

2375.6, 35608.5 

0/1 

35 

5917.0,3454.2 

5889.73, 995.55 

3680.4 

731.4, 23096.6 

731 4, 16357.0 

7/0 

0.0731 

Overall” 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

13555.4, 12075.3 
6789.62,1600.33 

11529.4 

4985.5, 26433.8 

4985.5, 26433.8 

30 

4713.6,4076.3 

2578.76,470.82 

3752.0 

1022.5, 11028.6 

2046.5,9336.2 

<.0001 

32 

7969.0.6298.0 
5624.31,994.25 

6178.8 

2018.6,23202.8 

2082.3, 18065.1 

35 

4890.9,3737.6 

3850.84.650.91 

3810.7 

731.4, 17112.8 

978.1, 14624.7 

0.0127 


* P-value from Wilcoxon rank-sum lest. 

* Overall values calculated by firet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<S.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokeis by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 3 of 14) 


i 

I 


i 


l 


Biomaiker: Acetonitrile ((ne/mD/cigareite per day) Analytical Lab: Madison 

Timepoint 


Male 



Female 


Statistic 

Smokers Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value 1 

Week l 

N 

18 

NA 

32 


NA 


MEAN, GEO MEAN 

38.45, 26.28 


17.29, 13.14 




SD. SE 

31.993, 7.541 


16.633,2.940 




MEDIAN 

33.25 


11.57 




MIN. MAX 

5.47.116.91 


3.39. 88 24 




5%, 95% 

5.47,116.91 


4.18,53.45 




# of BLQ/ALQ Values 

1/0 


0/1 



Week 2 

N 

17 

NA 

31 


NA 


MEAN, GEO MEAN 

40.21,23.17 


27,93, 17.33 




SD, SE 

54.195, 13.144 


34.908, 6.270 




MEDIAN 

25.98 


13.65 




MIN, MAX 

6.76,205.14 


3.93, 174.28 




5%, 95% 

6.76, 205.14 


411, 100.00 




# of BLQ/ALQ Values 

0/1 


1/1 



Week 3 

N 

17 

NA 

29 


NA 


MEAN, GEO MEAN 

103.43,5484 


29.62, 18.21 




SD, SE 

112.492, 27.283 


35.787,6.646 




MEDIAN 

35.03 


14.37 




MIN, MAX 

9.05,333.33 


4.25, 158.87 




5%, 95% 

9.05,333.33 


4.89, 100.00 




# of BLQ/ALQ Values 

0/4 


0/1 



Week 6 

N 

14 

NA 

28 


NA 


MEAN. GEO MEAN 

41.75.29.28 


50.12.18.48 




SD, SE 

38.051,10.170 


131.352,24.82.3 




MEDIAN 

31.82 


14.19 




MIN. MAX 

3.17,149.45 


4.87,703.19 




5%, 95% 

3.17,149.45 


5.17,127.61 




tt of BLQ/ALQ Values 

oio 


0/1 



Overall* 

N 

18 

NA 

32 


NA 


MEAN, GEO MEAN 

56.35, 42.29 


30-71,20.49 




SD. SE 

43.360, 10.220 


44.995, 7.954 




MEDIAN 

40.20 


22.09 




MIN, MAX 

8.68,143.31 


4.35,264.63 




5%, 95% 

8.68,143.31 


7.10.55.99 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.» ’<1.234* will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fonhe overall statistics. 
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Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 4 of 14) 


Biomarken Acetonitrile (fnmol/LVcigarette perday)_ Analytical Lab: Madison 





Timepoint 



Male 


Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-vahie* 

Week 1 

N 

IS 


NA 

32 


NA 


MEAN, GEO MEAN 

937.3, 640.7 



421,5,320.2 




SO.SE 

779.97, 183.84 



405.51,71.68 




MEDIAN 

810.6 



282.1 




MIN. MAX 

133.3,2850.2 



82.7.2151.2 




5%, 95% 

133.3,2850.2 



101.8, 1303.1 




#ot'BLQ/ALQ Values 

1/0 



0/1 



Week 2 

N 

17 


NA 

31 


NA 


MEAN, GEO MEAN 

980.3, 564.9 



681 0,422.5 




SD.SE 

1321.27.320.46 



851.05.152.85 




MEDIAN 

6333 



332.9 




MIN, MAX 

164.7,5001.3 



95.9,4249.0 




5%, 95% 

164,7.5001.3 



100.1,2438.0 




# of BLQ/ALQ Values 

0/1 



1/1 



Week 3 

N 

17 


NA 

29 


NA 


MEAN. GEO MEAN 

2521.5. 1337.1 



722.2.443.9 




SD. SE 

2742.59. 665.18 



872.48. 162.02 




MEDIAN 

854.1 



350.4 




MIN, MAX 

220.7, 8125.7 



103.6, 3873.2 




5%, 95% 

220.7, 8126,7 



119.3, 2438.0 




* of BLQ/ALQ Values 

0/4 



0/1 



Week 6 

N 

14 


NA 

28 


NA 


MEAN, GEO MEAN 

1018.0, 713.8 



1221.9,450.4 




SD, SE 

927.67,247.93 



3202.36,605.19 




MEDIAN 

775.9 



345.9 




MIN, MAX 

77.2,3643.5 



118.8, 17143.8 




5%, 95% 

77.2, 3643.5 



126.1, 3111,1 




tl of BLQ/ALQ Values 

0/0 



0/1 



Overall' 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

1373.8,1031.0 



748.7,499.4 




SD.SE 

1057.14,249.17 



1096.97,193.92 




MEDIAN 

980.1 



5385 




MIN, MAX 

211.5, 3493.7 



106.1.6451.6 




5%, 95% 

211.5,3493.7 



173.0, 1364.9 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vahie from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<! .234’ will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Statistical Comparison Between Smokers ami Non-Smoker by Gender of Blood and/or Plasma Bio markers of Exposure by Time point and Overall 

{Page 5 of f 4) 


Biomarker; 3-Arnlnobfphenyl-Hb adduct (pg/g hemoglobin) Analytical Lab: Harrouale 




Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-valuc' 

Week 1 N 

18 

30 

<0001 

31 

35 

<.0001 

MEAN, GEO MEAN 

4.79,3.24 

0.51,0.50 


3.22,2.43 

0.67,0.57 


SD.SE 

4 325. 1.019 

0.022,0.004 


2.592,0.466 

0.692,0.117 


MEDIAN 

2.88 

0.50 


2.03 

0.50 


MIN, MAX 

0.50.15 03 

0.50,0.62 


0.50,10.41 

0.50,4.59 


5%. 95% 

0.50,15.03 

0.50,0.53 


0.95.9.39 

0.50,0.97 


# of BLQ/ALQ Values 

1/0 

27/0 


1/0 

26/0 


Week 6 N 

14 

30 

■4.0001 

28 

35 

<0001 

MEAN, GEO MEAN 

4.70,3.32 

0.59,0.55 


5.70,2.76 

0.59,0.56 


SD, SE 

3.885,1.038 

0.385,0.070 


11.736, 2.218 

0-292,0.049 


MEDIAN 

3.15 

0.50 


2,70 

0.50 


MIN, MAX 

0.50,12.65 

0.50,2.46 


0.50, 63.34 

0.50,1.84 


5%. 95% 

0.50, 12.65 

0.50,1.35 


0.50,13.54 

0.50,1.45 


# of BLQ/ALQ Values 

1/0 

28/0 


2/0 

31/0 


Overall* N 

18 

30 

<0001 

32 

35 

<0001 

MEAN, GEO MEAN 

4.62, 3.23 

(1.55,0.53 


4.26, 2.71 

0.63, 0.58 


SD. SE 

3.929, 0.926 

0.197,0.036 


5.775, 1.021 

0.370, 0.063 


MEDIAN 

2.97 

0.50 


2.36 

0.50 


MIN. MAX 

0.50,13.35 

0.50,1.48 


0.50,32.18 

0.50,2.55 


5%, 95% 

0.50,13.35 

0.50,0.99 


0,81, 11.98 

0.50, 1.17 



4 P-valuc from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification fe.g., ’<1.234’’ will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2 2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Tintepoint and Overall 

{Page 6 of 14) 


Biomarker: 3-Aminobiphenvl-Hb adduct (fog/g hemoglobinVcigarette per day) _ Analytical Lab: Harrogate 


Timcpcint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-valuc' 

Smokers 

Non-Smokers 

P-valuc' 

Week 1 

N 

18 


NA 

31 


NA 


MEAN. GEO MEAN 

0.35,0.25 



0.23,0.19 




SD, SE 

0.310, 0.073 



0.146,0.026 




MEDIAN 

0.24 



0.17 




MIN, MAX 

0.08,1.17 



0.06,0.57 




5%, 95% 

0.08,1.17 



0.06,0.47 




# of BLQ/ALQ Values 

1/0 



1/0 



Week 6 

N 

14 


NA 

28 


NA 


MEAN. GEO MEAN 

0.46,0.26 



1.35,0.20 




SD, SE 

0.670,0.179 



5.945,1.124 




MEDIAN 

0.21 



0.17 




MIN, MAX 

0.06,2.60 



0.03,31.67 




5%. 95% 

0.06.2.60 



0.05.0,66 




# of BLQ/ALQ Values 

1/0 



2/0 



Overall' 

N 

18 


NA 

32 


NA 


MEAN. GEO MEAN 

0 38,0.26 



0.73,0.22 




SD, SE 

0.434,0.102 



2.793,0.494 




MEDIAN 

0.23 



0.22 




MIN, MAX 

0.07,1.82 



0.05,16.01 




5%, 95% 

0.07,1.82 



0.06,0.57 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< 1 .234’will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkeis of Exposure by Timcpuinl and Overall 

(Page 7 of 14) 


Bio marker: 4-AmlnobiphenybHb adduct (pg/g hemoglobin) Analytical Lab. Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vdue' 

Smokere 

Non-Smokera 

P-value" 

Week l 

N 

18 

30 

<.0001 

31 

35 

<.0001 

MEAN, CEO MEAN 

45.39, 37.(12 

6.28,5.66 


28.01,24.04 

8.13,7.35 



SD.SE 

27.734.6.537 

3.023,0.552 


14.440,2.594 

4.064, 0.687 



MEDIAN 

38 12 

5.39 


25.56 

680 



MIN, MAX 

12.37, 100.50 

2.90,13.87 


5.35,67.83 

2.49,23.25 



5%. 95% 

12.37, 100.50 

3.12,13.59 


5.37,50.52 

2.95,17.37 


# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 6 

N 

14 

30 

<.0001 

28 

35 

<.0001 

MEAN. GEO MEAN 

44.70,37.31 

8.92,7.86 


66.16.38.07 

8.71, 8.05 



SD, SE 

25.972,6.941 

5.287,0.965 


146.613,27.707 

3.907, 0.660 



MEDIAN 

41.52 

7.43 


37.63 

7.53 



MIN, MAX 

9.56,97.75 

4.11,27.86 


7.27, 808.8(1 

4.09,22.67 



5%. 95% 

9.56, 97.75 

4.31.20,64 


7.32,90.32 

4.36,15.91 


tt of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall’ 

N 

IS 

30 

<000! 

32 

35 

<.0001 

MEAN, GEO MEAN 

43.73,36.74 

7.60,6.81 


44.63,31.28 

8.43,7.84 



SD. SE 

25.307, 5.965 

3.989.0.728 


68.194. 12.055 

3.697.0.625 



MEDIAN 

41.27 

6.49 


32.62 

7.17 



MIN, MAX 

12.37,99.13 

3.62,20.87 


6.31,408.68 

4.07,22.96 



5%, 95% 

12.37,99.13 

3.83,15.04 


6.35, 79.08 

4.71, 16,35 



fl P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., '<1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


i 


Draft 1:24 July 2002 


Page 581 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 




PM3006439162 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Sniokecs by Gender of Blood and/or Plasma Bipmarkcrc ufExposure by Timcpoint and Overall 

(Page 8 of 14) 


Biomarker: 4-Aminobiphcnyl-Hb adduct ((de/s hemoslobinVciearerte per dav) 

Analytical Lab: Harrogate 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-valuc" 

Smokers 

Non-Smokers 

P-value" 

Weekl 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

3.96,2.96 



2.12,1.84 




SD.SE 

3.964, 0.934 



1.247,0.224 




MEDIAN 

2.86 



1 75 




MIN, MAX 

0.71, 18,14 



0.59. 6.43 




5%, 95% 

0.71, 18.14 



0.90,4.79 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 6 

N 

14 


NA 

28 


NA 


MEAN, GEO MEAN 

5.19,2.91 



16.89,2.79 




SD, SF. 

9.231,2467 



75.953,14.354 




MEDIAN 

2.07 



2.43 




MIN, MAX 

1.08, 36.66 



0.95,404.40 




5%. 95% 

1.08,3666 



1.29, 6.49 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall’ 

N 

18 


NA 

32 


NA 


MEAN, gfomf.an 

4.7.6, 2.92 



8.66,2.46 




SD, SE 

5.997, 1.414 



35.599. 6.293 




MEDIAN 

2.63 



1.97 




MIN, MAX 

0.90,27.40 



0.93,203.63 




5%, 95% 

U.90,27.40 



1.16,6.43 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALO values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as T.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomaiker: Carfroayhemoglobin (% saturation) Analytical Lab: CCLS 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

f ] -value* 

Smokers 

Non-Smokers 

P-value* 

Week! 

N 

IS 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

4 4,3.3 

0.5,0.4 


4.5, 3.4 

0.3,0.3 



SD.SE 

3.35,0.79 

0.20,0.04 


3.07,0.54 

0.08,0.01 



MEDIAN 

4.0 

04 


38 

0.3 



MIN, MAX 

0.3, 14.8 

0.3.1,0 


0.8,11.4 

0.3,0.7 



5%, 95% 

0.3.14.8 

0.3,0.8 


0.9,11.3 

03,0.5 



« of BLQ/ALQ Values 

1/0 

12/0 


(VO 

27/0 


Week 2 

N 

18 

30 

<.0001 

31 

33 

<.0001 


MEAN, GEO MEAN 

3.7,2.7 

0.4,0.4 


4.2,2.8 

0.3,0.3 



SD, SE 

2.69,0.63 

0.22,0-04 


3.21,0.58 

0.05,0.01 



MEDIAN 

3.0 

0.3 


3.7 

0.3 



MIN. MAX 

0.3, 8.6 

0.3,1.1 


0.3, 13.3 

03,0.5 



5%, 95% 

0.3, 8.6 

0.3,0.9 


0.3.10.1 

0.3,0.5 



U of BLQ/ALQ Values 

1/0 

17/0 


2/0 

30/0 


Week 3 

N 

17 

30 

<-0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

4.7. 3.4 

0.5,0.4 


4.8, 3.8 

0 5.0.4 



SD.SE 

3.52, 0.S5 

0.47,0.09 


2.78,0.52 

0.53,0.09 



MEDIAN 

3.8 

0.3 


4.1 

0.3 



MIN, MAX 

0.3,11.3 

0.3,2.8 


0.3,9.7 

0.3,2.5 



5%, 95% 

0.3.11.3 

0.3,1.0 


0.7,9.3 

0.3,2.2 



# Of BLQ/ALQ Values 

1/0 

16/0 


0/0 

22/0 


Week 6 

N 

13 

30 

<.0001 

28 

35 

<.0001 


MEAN, GEO MEAN 

4.9. 3.5 

0.4.0.4 


4.6,3.5 

0.4,0.4 



SD.SE 

3.55,0.99 

0.20,0.04 


2.72,0.51 

0.21,0,03 



MEDIAN 

4.1 

0.3 


4.3 

0.3 



MIN, MAX 

0.3,13.9 

0.3,1.1 


0.3, 9.8 

03,1.3 



5%, 95% 

0.3, 13.9 

0.3,0.9 


0.4, 9.2 

0.3,0.8 



I»uf BLQ/ALQ Values 

1/0 

12/0 


1/0 

22/0 


Overall 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN. GEO MEAN 

4.2. 3.2 

0.5,0.4 


4.4,3.4 

04,0.4 



SD, SE 

3.00, 0.71 

0.20,0.04 


2.89,0.51 

0.17,0.03 



MEDIAN 

3.6 

0.4 


4.1 

0.3 



MIN, MAX 

0.3, 122 

0.3,1.3 


0.6, 11.0 

0.3, 1.1 



5%, 95% 

0.3, 12.2 

0.3,0.8 


0.7,9.8 

OX 0.9 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
Of the quantification (e.g., ’<1.234’ will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1:24 July 2002 


Page 583 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006439164 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-1 

Statistical Comparison Between Smokers anti Non-Smokers by Gender of Bloud and/or Plasma Biomarkeis of Enpusun: by Time point and Overall 

(Page t0ofI4) 


Biotnarker Catbaxyhemo g fobin < ( % satnrationVeiparerte Per day! _ Analytical lab: CCLS 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

IS 


NA 

32 


NA 


MEAN, GEO MEAN 

0,4,0.3 



03,0.3 




SD,SE 

0.67,0.16 



0.18,0.03 




MEDIAN 

0.2 



0.3 




MIN, MAX 

0.1,3.0 



0.1.0.8 




}%, 95% 

0.1,30 



0.1, 0.8 




» of BLQ/ALQ Values 

I/O 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

0.4,0.2 



0.3, NA 




SD,SE 

0.97,0.23 



0.19, 0 03 




MEDIAN 

0.2 



0.2 




MIN, MAX 

0.1,4.3 



0.0, 1.0 




5%. 95% 

01,4.3 



0.1. 0.5 




if of BLQ/ALQ Values 

I/O 



2/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

05,0.3 



0 3,0.3 




S1XSE 

0.51,0.12 



0.20,0.04 




MEDIAN 

0.3 



03 




MIN. MAX 

0.1,23 



0.1,1.1 




5%, 95% 

0,1,23 



0.1. D.6 




f of BLQ/ALQ Values 

1/0 



0/0 



Week 6 

N 

13 


NA 

28 


NA 


MEAN, GEO MEAN 

0.8,03 



0.3.03 




SD,SE 

1.88,0.52 



0.23,0.04 




MEDIAN 

0.2 



03 




MIN. MAX 

0.1,7.0 



0.1,1.3 




5%. 95% 

0.1,7.0 



0.1.0.7 




# of BLQ/ALQ Values 

1/0 



1/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN. GEO MEAN 

0.5,03 



0.3,03 




SD, SE 

0.93,0.22 



0.19,0.03 




MEDIAN 

03 



03 




MIN. MAX 

01.4.2 



0.1, 1.1 




5%, 95% 

01,4.2 



0.1,0.7 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon tank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification <e.g., ’<1.234’ will be used as T .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-1 

Statistical Comparison Between Smokeis and Non-Smolters by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepomt and Overalt 

(Page 11 ofI4) 


Biomarker: 3-Aminobiphenyl-Hb adduct (pg/a hemoglobin) Analytical Lab: 1NBIFQ 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-Yatue* 

Week 1 

N 

2 

4 

0.7237 

1 

4 

NA 


MEAN, GEO MEAN 

0.70, 0.70 

2.17,1.23 


0.70,0.70 

0.70,0.70 



SD, SE 

0.000, 0.000 

2.<M5,1.473 


NA, NA 

0.000,0.000 



MEDIAN 

0.70 

0.70 


0.70 

0.70 



MIN, MAX 

0.70, 0.70 

0.70,6.59 


0.70,0.70 

0.70.0.70 



5%, 95% 

0.70, 0.70 

0.70,6.59 


NA. NA 

0.70,0.70 



#of BLQ/ALQ Values 

2/0 

3/0 


1/0 

4/0 


Week 6 

N 

2 

4 

1.0000 

1 

4 

NA 


MEAN, GEO MEAN 

0.70,0.70 

0.70,0.70 


0.70,0.70 

0.70,0.70 



SD, SE 

0.000, 0000 

0.000,0.000 


NA, NA 

0.000, 0.000 



MEDIAN 

0.70 

0,70 


0.70 

0.70 



MIN, MAX 

0.70,0.70 

0.70,0.70 


0.70,0.70 

0.70,0.70 



5%. 95% 

0.70.0.70 

0.70,0.70 


NA. NA 

0.70.0.70 



# of BLQ/ALQ Values 

m 

4/0 


1/0 

4/0 


Overall* 

N 

3 

4 

0.5637 

2 

4 

1.0000 


MEAN, GEO MEAN 

0 70,0 70 

1.44. 1.06 


0.70,0.70 

0.70,0 70 



SD, SE 

0.000,0.000 

1.475,0.738 


0.000,0.000 

0.000,0.000 



MEDIAN 

0.70 

0.70 


0.70 

0.70 



MIN, MAX 

0.70,0.70 

0.70,3.65 


0.70.0.70 

0.70,0,70 



5%. 95% 

0.70,0.70 

0.70, 3.65 


0.70,0.70 

0.70,0.70 



J P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g.. ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus el iininati tig all 8LQ/ALQ values for the overall statistics. 


i 
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Table 14.2.2.1 

Statistical Comparison Between Smokers and Non-Smokers by Gender Df Blood and/or Plasma Biomarkcts of Exposure by Timepoinl and Overall 

{Page 12 of 14) 


Biomarker: 3-Atninobiphenvl-Hb adducr ({perg hemoBlobinyrigarene per day) _ Analytical Lab: INBIFO 


Timepoint 



Male 

Non-Smokers 



Female 


Statistic 

Smokers 

P-value" 

Smokers 

Non-Smokers 

P-yalue 3 

Week 1 

N 

2 


NA 

I 


NA 


MEAN, GEO MEAN 

0.08,0.07 



0.06,0.06 




SD, SE 

0.057. 0.040 



NA, NA 




MEDIAN 

0.08 



0.06 




MIN. MAX 

0.04.0.12 



0.06,0.06 




5%, 95% 

0.04,0.12 



NA, NA 




# ofBLQ/ALQ Values 

2/0 



1/0 



Week 6 

N 

2 


NA 

1 


NA 


MEAN, GEO MEAN 

0.06,0.05 



0.18,0.18 




SD, SE 

0.021,0.015 



NA, NA 




MEDIAN 

0.06 



0.18 




MIN, MAX 

0.04,0.07 



0.18,0.18 




5%. 95% 

0.04.0.07 



NA, NA 




# of BLQ/ALQ Values 

2/0 



1/0 



Overall* 

N 

5 


NA 

2 


NA 


MEAN, GEO MEAN 

0.06,0.05 



0.12,0.10 




SD, SE 

0.035, 0.020 



0.085, 0.060 




MEDIAN 

0.04 



0.12 




MIN, MAX 

0.04,0.10 



0.06.0.18 




5%. 95% 

0.04,0.10 



0.06, 0.18 




NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for lhe corresponding week. 

1 P-vafue from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject.then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of lhe quantification (e.g., ’<l.234’will be used as T.234’) for the averages across visits within a subjeetthus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-1 

Statistical Comparison Between Smokers aitd Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Tinwpoint and Overall 

(Page 13 of 14) 


Biomarker: 4-AminobtphenyI-Hb adduct (pg/g hemoglobin^ Analytical Lab: 1NB1FO 


Timepoint Statistic 


Male 



Female 


Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-vatue* 

Week l N 

4 

4 

0.0304 

3 

4 

0.0518 

MEAN, GEO MEAN 

28.28,27.74 

9.64. 9.20 


40.03, 37.23 

11.21, 10.48 


SD. SE 

6.004,3.002 

3.405, 1.702 


19.605, 11.319 

4.996,2.498 


MEDIAN 

2975 

9.06 


29.87 

968 


MIN. MAX 

19.77, 33.83 

6.74, 13.71 


27.59, 62.63 

7.07,18.39 


5%, 95% 

19.77,33.83 

6.74,1.3.71 


27.59,62.6.3 

7.07,18.39 


# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 6 N 

3 

4 

0.2159 

4 

4 

0.0304 

MEAN, GEO MEAN 

18.19,18.13 

13.06, 12.31 


43.37, 39.47 

9.54,9.09 


SD, SE 

1.828, 1.055 

4.998, 2.499 


23.707,11.853 

3.683. 1.842 


MEDIAN 

17.44 

12.85 


33.69 

8.14 


MIN, MAX 

16.85,20.27 

7.30, 19.24 


27.83, 78.25 

6.90,14.99 


5%, 95% 

16.85.20.27 

7.30,19.24 


27.8.3, 78.25 

6.90,14.99 


X of BLQ/ALQ Values 

0/0 

0/0 


0/0 

u/u 


Overall* N 

4 

4 

0.0304 

4 

4 

0.0304 

MEAN, GEO MEAN 

24 61,24 24 

11.35, 50 93 


40.34, 39.14 

10.38,9.81 


SD. SE 

4.738.2.369 

3.433, 1.717 


11.431,5.715 

4.315, 2.158 


MEDIAN 

25.46 

11.54 


39.06 

8.91 


MIN, MAX 

18.31.29.21 

7.11,15.22 


29.19,54.06 

6.99, 16.69 


5%, 95% 

18.31,29.21 

7.11, 15.22 


29.19,54.06 

6.99, 16.69 



1 P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’ will be used as *1.234 1 ) fbrthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoini and Overall 

(Page 14 of 14) 


Biomaiker. 4-AmmcbipbenYl-Hb adduct flpR/a hemo&Iobinydgarette per dayl 

Analytical Lab: INBIFO 
Male 



Female 

■ -. 

Timepoint Statistic Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 


Week 1 N 

4 

NA 

3 

NA 

MEAN. CEO MEAN 

3.32,2.90 


6.32,3.30 


SD, SE 

1.924,0.962 


8.115,4.685 


MEDIAN 

2.99 


2.30 


MIN, MAX 

1.68,5.64 


1.00,15.66 


5%. 95% 

1.68.5.64 


1.00,15.66 


U of BLQ/ALQ Values 

0/0 


0/0 


Week 6 N 

3 

NA 

4 

NA 

MEAN, GEO MEAN 

1.30,1.21 


3.80,3.44 


SD, SE 

0.636,0.367 


2.134.1.067 


MEDIAN 

0.97 


2.90 


MIN, MAX 

0.89,2.03 


2.43.6.96 


5%, 95% 

089,2.03 


2.43,6.96 


tf of BLQ/ALQ Values 

0/0 


0/0 


Overall' N 

4 

NA 

4 

NA 

MEAN. GEO MEAN 

2.67.2.32 


4.57.3.42 


SD. SE 

1.545,0.772 


4.508,2.254 


MEDIAN 

2.60 


2.59 


MIN, MAX 

1.33.4.17 


1.81,11.31 


5%, 95% 

1.33,4.17 


1.81,11.31 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


■ P-value from Wtlcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does rot apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1,234‘will be used as *1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokeis by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 1 of 264) 


Biomarker: NNAL (pg/24hr) Analytical Lab: Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vahe' 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 
SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

191274.750, 138941.078 
116708.1704,27979.7841 
192779000 
8460.000,409840.000 
8460.000,409840.000 

1/0 

30 

10411.800,9179.577 

5411.7101,988.0386 

8190.000 

3180.000. 22800.000 
3900.000,20100.000 

29/0 

<0001 

32 

281919.984, 211578.900 
201340.9792, 35592.3929 
234058.500 
16500.000.852355.000 
23940.000, 671265.000 

1/0 

35 

12554.551,11115.607 
6518.8212, 1101.8819 

11100.000 

3420.000.30796.800 
4800.000,27840.000 

32/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

229255.471, 150668.308 
184405.3931,44724.8773 
162848.000 

6288.000,573980.000 
6288.000, 573980.000 

1/0 

30 

15485.700, 12411.461 
12690.8350,2317.0189 
11400.000 

4500.000, 57240.000 
4500.000, 52910.000 

27/0 

<.0001 

29 

307183.903,256566.325 
164685,2029, 30581.2745 
286356.000 
45936.000,781704.000 
52452.000,535470.000 

a/o 

35 

12785.229,11917.008 

4916.9699,831.1196 

12180.000 

5640.000,28440.000 
5940.000,20100.000 

34/0 

<0001 

Overall’ 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

210260.875, 149953.882 
140301.9013,33069.4753 
185850.500 

7374.000,426577.000 
7374.000, 426577.000 

30 

12948.750, 11411.289 
7000.2068, 1278.0570 
10033.500 

3840.000,32310.000 

5280.000.29095.000 

<.0001 

32 

287126.995,234337.908 

166377.3100,29411.6310 

262596.375 

34476.000,589956.000 

53922.000,588892.500 

35 

12670.040,11705.685 
5321.9122, 899.5673 
11790,000 

5910.000,28140.000 
6450.000, 24998.400 

<.0001 


a P-vafae from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-1 lour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 2 of264) 


Biomarker. NNAL (pmol/24hr) _ Analytical Lab: Madison 





Male 



Feinale 


Timepomt 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

IS 

914.293,664.139 
567.4251, 133.7434 
921.4S4 

40.439, 1959.035 

40.439, 1959.035 

1/0 

30 

49.768,43.878 

25.8680,4.7228 

39.148 

15.200,108.984 

18.642, 96.078 

29/0 

<.0001 

32 

1347.578, 1011.347 
962.4099, 170.1316 
1118.800 

78.870,4074.257 

114.433, 3208.647 

1/0 

35 

60.012,53.133 

31.1599,5.2670 

53058 

16.348,147.209 

22.944,133.075 

32/0 

<.0001 

Week 3 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

1095.841,720.195 
881.4577, 313.7849 
778.413 

30057,2743.624 

30.057,2743.624 

1/0 

30 

74.022, 59.327 
60.6622,11.0754 

54.492 

21.510,273.607 

21.510,252.910 

27/0 

40001 

29 

1468.339, 1226.387 

787 1953, 146.1785 
1368.782 

219.574,3736.545 

250.721,2559.547 

0/0 

35 

61.113,56.963 

23 5031, 3.9727 

58.220 

26.959,135.943 

28.393,96.078 

34/0 

<0001 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

1005.047,716.780 
670.6430, 158.0721 
888.366 

35.248, 2039.038 

35.248, 2039.038 

30 

61.895, 54.546 
33.4610,6.1091 

47.961 

18.355,154.442 

25.239, 139.074 

<0001 

32 

1372.467, 1120.135 
795.2836, 140.5876 
1255.211 

164.796, 2819.990 
257.747,2814.907 

35 

60.563, 55.953 

25.4387,4.2999 

56.357 

28.250,134.509 

30.831,119.493 

<.0001 


* P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<\ .234'will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokcre and Non-Smokers by Gender of 24-Hour Urine Bion^arkers of Exposure by Timepoint and Overall 

{Page 3 of 264) 


Biomarkcr: NNAL t(pg/24hrVeigarette per day) Analytical Lab: Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-v»Jue* 

Smokers 

Non-Smckere 

P-value' 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

n of BLQ/ALQ Values 

18 

14085.758,10948.960 
11496.8277,2709.8283 

9920.500 

2820.000, 50956.800 

2820.000,50956.800 

1/0 


NA 

32 

20419.190,16021.124 
16442.9829,2906.7362 
14300.465 

5781.000, 85235.500 
5852.273,46530.000 

1/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

17404.532,14171.545 

9655.2960,2341.7533 

16640.000 

2096.000,36162.000 

2096.000,36162.000 

1/0 


NA 

29 

21914.687,18561.087 
14064.9755,2611 8004 
16884.000 

7314.000. 64500.000 
7826.000.52113.600 

0/0 


NA 

Overall’ 

N 

MEAN. GEO MRAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

15538.380,12750 184 
9552.7621,2251.6076 

14099.908 

2458.000,41763.200 

2458.000,41763.200 


NA 

32 

21374.985, 18123.410 
13308.0772, 2352.5579 
15865.686 

6803.500,62355.425 

6936.783,46530.000 


NA 


NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used a5 ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1:24 July 2002 


Page 591 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 




PM3006439172 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bio markers of fixture by Tiniepoint and Overall 

(Page 4 of 264) 


l 


Biomarker: NNAL({pmol/24hryciearetle[ier day) Analytical Lat: Madison_ __ 




Male 



Female 


Timeoomi 

Statistic 

Smokers 

Non-Smokers 

P-vaiue' 

Smokers 

Non-Smokers 

P-value' 

Week I 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

67.330, 52.336 

54.9549,12.9530 

47 420 

13.480,243.574 

13.480,243.574 

I/O 


NA 

32 

97.604. 76.581 

78.5975, 13.8942 

68.356 

27.633.407.426 

27.974, 222.413 

1/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

$3,194,67.740 

46.1524, 11.1936 

79.5.39 

10.019,172.854 
10,019,172.854 

I/O 


NA 

29 

104.752, 88.722 

67.2306, 12.4844 

80.706 

34.951,308.310 

37.408,249.103 

0/0 


NA 

Overall 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

74,274, 60.946 

45.6623. 10.7627 

67.398 

11.750,199.629 

11.750,199.629 


NA 

32 

102.173,86630 

63.5126, 11.2452 

75.838 

32.521.298.059 

33.158,222.413 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxcn rank-sum test. 

4 Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., "cl .234" will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 5 of 264) 


Bicimarker; NNAL (nu/ma Creatinine) 

Analytical Lab. Madison 








Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value’ 


Week 1 

N 

18 

30 

<.0001 

32 

35 


MEAN, GEO MEAN 

160.048,105.095 

5.942.5.166 


252,415,184.524 

10.689, 9.434 


SD.SE 

171.2216,40-3593 

3.3379.0.6094 


181.5307,32.0904 

5.4597, 0.9229 


MEDIAN 

105.373 

4.491 


208.248 

9.509 


MIN. MAX 

7.958,767.052 

1.932,14.815 


12.795, 813.359 

2.285,29.814 


5%. 95% 

7.958, 767.052 

2.683,11.788 


13.730,612.755 

3.436,20.782 


# of BLQ/ALQ Values 

I/O 

29/0 


1/0 

32/0 

Week 3 

N 

17 

30 

<.0001 

29 

35 


MEAN, GEO MEAN 

153.041, 108.730 

8.665,6.794 


270.188,218.820 

11.615, 10.332 


SD,SE 

106.2859,25.7781 

6.9510, 1.2691 


171.0361.31.7606 

5.7724. 0.9757 


MEDIAN 

109.091 

6.367 


225.402 

10.657 


MIN. MAX 

5.525.368.503 

2.158,30.264 


47.240,724.324 

3.259,30.000 


5%, 95% 

5.525, 368.503 

2.413,29.578 


52.222,553.597 

3.795,23.715 


U of BLQ/ALQ Values 

1/0 

27/0 


0/0 

34/0 

Overall' 

N 

18 

30 

<.0001 

32 

35 


MEAN. GEO MEAN 

155.884, 110.331 

7.304.6.332 


260.848.202.542 

11.152.10.111 


SD.SE 

125.4039,29.5580 

4.0261,0.7351 


177.8695,31.4432 

4.8999, 0.8282 


MEDIAN 

121.636 

5.790 


207.009 

10.520 


MIN, MAX 

6.742, 522.399 

2.364,17.426 


32.976,768.842 

3.348,23.043 


5%. 95% 

6.742, 522.399 

2.693,16.420 


34.373,612.755 

4.532,21.741 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count nf BLQ/AI.Q values does not apply as the RT Q/AI.Q values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 6 of264) 


Riomarkei- NNAL (pmnl/mg Creatinine) _ Analytical Lab: Madison 


Timepoint 



Male 



Female 


Stalislic 

Stricken 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

IS 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

0.765,0.302 

0.028,0.025 


1.207,0.882 

0.051,0.045 



SD, SE 

0.8185,0.1929 

0.0160,0.0029 


0.8678, 0.1534 

0.0262, 0.0044 



MEDIAN 

0.504 

0.022 


0.996 

0.045 



MIN. MAX 

0.038, 3.667 

0.009,0.071 


0.061.3.888 

0.011.0.143 



}%, 95% 

0.038,3.667 

0.013,0.056 


0.066,2.929 

0.016,0.099 



# of BLQ/ALQ Values 

1/0 

29/0 


I/O 

32/0 


Week} 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

0.731,0.519 

0.041,0.032 


1.291, 1.046 

0.056, 0.049 



SD, SE 

0.5080,0.1232 

0.0332.0.0061 


0.8175,0.1518 

0.0275,0.0046 



MEDIAN 

0.521 

0.031 


1.077 

0.051 



MIN, MAX 

0.026.1.761 

0.010.0.145 


0.226, 3.462 

0.016,0.143 



5%. 95% 

0.026, 1.761 

0.012,0.141 


0.250, 2.646 

0.018,0.113 



# of BLQ/ALQ Values 

1/0 

27/0 


0/0 

34/0 


Overall' 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

0.745,0.527 

0.035,0.030 


1.247,0.968 

0.054, 0.049 



SD. SE 

0.5996.0.1413 

0.0193.0.0035 


0.8503.0.1503 

0.0233. 0.0039 



MEDIAN 

0.582 

0.028 


0.990 

0.051 



MIN. MAX 

0.032,2.498 

0.011,0.084 


0.158,3.675 

0.016,0.110 



5%, 95% 

0.032,2.498 

0.013,0.079 


0.164,2.929 

0.022,0.104 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e g., ^1,234’ will be used as M .234 5 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcre of Exposure by Timepoint and Overall 

{Page 7 of 264) 


Biomarker: NNAL (tpg/mg CreatinineV'cigarette per day) Analytical Lab: Madison 

Male 



Female 


Timepoint Statistic Smokers Non-Smokers 

P-value* 

Smokers 

Non-Smoke re 

P-value* 


Week 1 

N 

18 

NA 

32 


MEAN. GEO MEAN 

16.423.8.282 


17.616,13.972 


SD, SE 

34.5325, 8.1394 


12.0923, 2.1376 


MEDIAN 

6.962 


14.081 


MIN, MAX 

2.653, 153.410 


3.199, 51.694 


5%. 95% 

2.653,153.410 


4.430,40.850 


# of BLQ/ALQ Values 

1/0 


1/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

13.465, 10.227 


19.709,15.830 


SD, SE 

12.1015, 2.9350 


15.4795, 2.8745 


MEDIAN 

12.019 


13.056 


MIN, MAX 

1.842,55.549 


6.429,69.200 


5%, 95% 

1.842,55.549 


6.641,61.602 


# of BLQ/ALQ Values 

1/0 


0/0 

Overall" 

N 

18 

NA 

32 


MEAN, GEO MEAN 

14.726,9.379 


19 095, 15 708 


SD, SE 

22.8841,5.3938 


12.7178.2.2482 


MEDIAN 

9.583 


14.886 


MIN, MAX 

2.248,104.480 


5.430,60.447 


5%, 95% 

2.248, 104.480 


5.699,40.850 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<\. 234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-1 lour Urine Diomarkers of Exposure by Timepoint and Overall 

{Page 8 of 264) 


Biomarker: NNAL (Ipmol/tne CreatinineVcigareiie pet day) Analytical Lab: Madison 


Male 


Timetxaint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Week! 

N 

18 


NA 

32 


MEAN, GEO MEAN 

0.079,0.040 



0.084,0,067 


SD.SE 

0.1650,0.0339 



0.0578.0.0102 


MEDIAN 

0.034 



0.067 


MW, MAX 

0.013,0.733 



0.015,0.247 


5%, 95% 

0.013,0.733 



0.021,0195 


# of BLQ/ALQ Values 

1/0 



1/0 

Week 3 

N 

17 


NA 

29 


MEAN, GEO MEAN 

0.064,0.049 



0.094,0.076 


SD.SE 

0.0580,0.0141 



0.0740,0.0137 


MEDIAN 

0.057 



0.063 


MIN, MAX 

0.009,0.266 



0.031,0.331 


5%, 95% 

0.009,0.266 



0.032,0.295 


# Of BLQ/ALQ Values 

1/0 



0/0 

Overall* 

N 

18 


NA 

32 


MEAN, GEO MEAN 

0.071,0.045 



0.092.0.076 


SD.SE 

0.1095,0.0258 



0.0608, 0.0107 


MEDIAN 

0.046 



0.072 


MIN. MAX 

0.011,0.500 



0.026,0.289 


5%, 95% 

0.011,0.500 



0.028, 0.195 


Female 


Non-Smokers 


P-valttf* 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 

* P-value from Wilcoxon rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., '<1 234'will be used as '1.234’) forthe averages across visits within a subject thus eliminating all BLQ/ALQ values forthe overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Tintepoint and Overall 

(Page 9 of 254) 


Biomarktr. NNAL (pg/mL) _ Analytical Lab: Madison 




Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokeis 

P-value' 

Week 1 N 

18 

30 

<.0001 

32 

35 

<■0001 

MEAN, GEO MEAN 

121.7,84.9 

6.5, 6.2 


166.0, 120.8 

6.3,6.2 


SD, SE 

83 64, 19 71 

2.61,0.48 


116.66, 20 62 

0.93,0.16 


MEDIAN 

127.5 

6.0 


150.8 

6.0 


MIN, MAX 

6.0, 333.0 

6.0,20.3 


6.0,484.5 

6.0,9.6 


5%, 95% 

6.0, 333.0 

6.0,6.0 


11.4,463.9 

60,9.6 


#of BLQ/ALQ Values 

I/O 

29/0 


I/O 

32/0 


Week 3 N 

17 

30 

<0001 

29 

35 

<0001 

MEAN, GEO MEAN 

122.7, 89.1 

8.7,7.1 


183 8, 149.5 

6.1,6.1 


SD, SE 

81.19. 19 69 

9.14,1.67 


118.10,21.93 

0.76,0.13 


MEDIAN 

134.6 

6.0 


160.8 

6.0 


MIN, MAX 

6.0,290.8 

6.0,42,4 


28.2,485.1 

6.0,10.5 


5%, 95% 

6.0, 290.8 

6.0,40.7 


45.6,411.9 

60,6.0 


# of BLQ/ALQ Values 

1/0 

27/0 


0/0 

34/0 


Overall’ N 

18 

30 

<0001 

32 

35 

<0001 

MEAN, GEO MEAN 

122.7, 92.8 

7.6,6.9 


171.2,135.6 

62,6.2 


SD, SE 

68.42,16.13 

4.69,0.86 


112.66,19.92 

0.59,0.10 


MEDIAN 

135.9 

6.0 


152.1 

6.0 


MIN, MAX 

6.0, 233.8 

60,24.2 


17,1,474.5 

60,8.3 


5%, 95% 

6.0, 233.8 

6.0, 23.4 


28.5,444.8 

6.0,7.8 



* P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging die results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1: 54 July 5005 


Page 597 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 




PM3006439178 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table J4 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 10 of 264) 


Biomarker NNAL (pmol/L) Analytical Lab: Madison 



Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokere 

P-value*_ 

Week 1 N 

18 

30 

<0001 

32 

35 

<.0001 

MEAN, GEO MEAN 

581.6,405.8 

31.0,29.9 


793.5, 577.7 

30.0,29.8 


SD.SE 

399.78, 9423 

12.47, 2.28 


557.62. 98.57 

4.45.0.75 


MEDIAN 

609.5 

28.7 


720.6 

28.7 


MIN, MAX 

28.7, 1591.7 

28.7,97.0 


28.7, 2315.9 

28 7,45.9 


5%, 95% 

28.7, 1591.7 

28.7,28.7 


54.5, 2217.4 

28.7,45.9 


# of BLQ/ALQ Values 

1/0 

29/0 


1/0 

32/0 


Week 3 N 

17 

30 

<.0001 

29 

35 

<0001 

MEAN, GEO MEAN 

586.3,426.0 

41.7,33.8 


878.5, 714.7 

29.3, 29.2 


SD.SE 

388.07,94.12 

4.3.66, 7.97 


564.50,104.82 

3.63, 0.61 


MEDIAN 

643.4 

28.7 


768.6 

28.7 


MIN, MAX 

28.7, 1390,0 

28.7,202.7 


134,8,2318.8 

28.7, 50.2 


5%, 95% 

28.7,1390.0 

28.7,194.5 


218.0, 1968.9 

28.7, 28,7 


n of BLQ/ALQ Values 

1/0 

27/0 


0/0 

34/0 


Overall’ N 

18 

30 

<.0001 

32 

35 

<.0001 

MEAN, GEO MEAN 

586.6,443.3 

36.4,33.0 


818.0,648.1 

29.7,29.6 


SD, SE 

327.02, 77.08 

22.37, 4.08 


538.54, 95.20 

2,81,0.47 


MEDIAN 

649.5 

28.7 


726.7 

28.7 


MIN. MAX 

28.7,1117.6 

28.7,115.7 


81.8.2268.1 

28.7, 39.5 


5%, 95% 

28.7, 1117,6 

28.7,111,6 


136.3,2126.2 

28.7,37.3 



1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e g , ’<1.234*will be used as ’1.234*) for the avetages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-1 tone Urine Btomarkera of Exposure by Timepoint and Overall 

(Page 11 of264) 


Biomarker NNAL ((pg/mLVcigarette per day) Analytical Lab: Madison _ _ _ 

_Male_ _ Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers Non-Smokera 

P-value* 

Week I 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

9.1,0.7 



12.1,9.2 



SD, SE 

7.55,1.78 



9.92, 1 75 



MEDIAN 

7.2 



8.5 



MIN. MAX 

1.4,27.8 



1.9,47.0 



5%, 95% 

1.4,27.8 



2.9,34.8 



# of BLQ/ALQ Values 

I/O 



1/0 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

12.1,S.4 



13.4,10.8 



SD, SE 

13.33, 3.23 



9.40,1.75 



MEDIAN 

8.9 



11.4 



MIN. MAX 

2.0, 58.2 



3.8,38.5 



5%. 95% 

2.0,58.2 



4.3,31.2 



# of BLQ/ALQ Values 

1/0 



0/0 


Overall* 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

1(1.4, 7.9 



13.2,10.5 



SD. SE 

9.27,2.18 



9.97,1.76 



MEDIAN 

8.2 



10 0 



MIN, MAX 

2.0,42.4 



3.7.47.0 



5%, 95% 

2.0,42.4 



4.1,36,7 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week 
‘ P-value from Wilcoxon rank-sum test 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does noi apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’-cl .234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Belween Smokere and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 12 of 264) 


Biomarker: NNAL (fumol/LVcifiarene per day) 

Analytical Lab: Madison 








Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 N 

IS 


NA 

32 


NA 

MEAN, GEO MEAN 

43.3, 32.0 



57.7,43.8 



SD, SE 

36,OS, 8.50 



47.46,8.39 



MEDIAN 

34.4 



40.6 



MIN, MAX 

6.5,132.6 



9.0,224.7 



5%. 95% 

6.5,132.6 



13 6,166.3 



# of BLQ/ALQ Values 

1/0 



1/0 



Week 3 N 

17 


NA 

29 


NA 

MEAN, GEO MEAN 

57.7,40.1 



64.1,51.7 



SD, SF. 

63.66. 15 44 



44.91,8.34 



MEDIAN 

42.5 



54,4 



MIN, MAX 

9.6, 278.0 



18.2,183.9 



5%, 95% 

9.6, 278.0 



20.6, 148.9 



# of BLQ/ALQ Values 

1/0 



0/0 



Overall* N 

18 


NA 

32 


NA 

MEAN, GEO MEAN 

497,37.5 



62.8, 50.1 



SD, SE 

44.25,10.43 



47.64, 8.42 



MEDIAN 

39.1 



47.4 



MIN, MAX 

9.6,202.5 



17.7,224.7 



5%, 95% 

9.6,202.5 



19.4,175.1 




NOTE: Values listed were normalized by taking the original biomnrker and dividing it by the number of cigarettes found in question 4 of the weekly suivey for the corresponding week, 
J P-value from Wilcoxon rank-sum test. 


’ Overall values calculated by first averaging ihe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RIQ/ALQ values does not apply as ihe BLQ/ALQ values were converted to the limit 
of the quantification (eg, ‘<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 14 2 2-2 

Statistical Comparison Between Smokets and Nun-Smokcis by Gender of 24-Houi Urine Biomarkcrc of Exposure by Tirrtepoint and Overall 

(Page 13 of 264) 


Biontflricer: NNAL plus NNAL-ahic (pg/34hr) Analytical Lab: Madison .... ...._ 

Male_ _ Female 



Statistic 

Smokers 

Non-Smokers 

P-vatue” 

Smokers 

Non-Smokers 

P-value‘ 

Week! 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

803982.853,509039.708 
609148.1353, 147740.1237 
529126.000 

8460.000, 2084332.500 
8460.000, 2084332.500 

1/0 

30 

17773.167,1 1018.595 
32167.6563,5872.9837 
8940.1100 

3180.000,181986.000 
3900.000,41624.000 

24/0 

<0001 

32 

890920.641,630563.563 
623305.8737,1IOI85.9525 
801427.000 

34650.000,2307613.000 

37125.000,2245880.000 

0/0 

35 

11732.457,10761.183 
4713.9363, 796.R007 
11100.000 

3420.000,20100.000 
4800.000,19500.000 

34/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

780888.882,484578.381 
625370.0458, 151674.5149 
540730.000 

6288-000, 2075948.000 
6288.000, 2075948.000 

1/0 

30 

137 35.533, 1 1563.274 
10652.3865, 1944.8508 
10740.000 

4500.000, 61490.000 

4500.000,28208.000 

26/0 

c-0001 

29 

992757.038,730891.571 
753692.7111, 139957.2229 
928092000 

56730.000,4046406.000 
97520.000,1962480.000 

0/0 

35 

14912.257,12932.435 
10344.7620, 1748.5839 
12180.000 

5940.000, 53066.000 
6408.000, 50799.000 

32/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MIN, MAX 

5%, 95% 

18 

803959.736,518625.587 
602618.8956,142038.6358 
619903.500 

7374.000, 2080140.250 
7374.000, 2080140.250 

30 

15754,350,11765.827 
17937.3794,3274,9024 
9780.000 

3840.000,97218.000 

4590.000,51557.000 

<0001 

32 

914025.181,677520.375 
592842.6716,104800.7683 
855139.500 

46927.500, 2468208.000 
66085.000, 2135046.500 

35 

13322,357, 12146.527 
6356.8366, 1074.5015 
11790.000 

6400.000, 33874.500 
6450.000, 30583.000 

<0001 


* P-value front Wtlcoxon rank-sum test. , 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg.. ’<1.234’will be used as 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokcre by Gender of 24-Houi Urine Biumarkersof Exposure by Time point and Overatl 

(Page 14 of 264) 


Bkmtarter: NNAL plus NNAL-glue (pmoli241ir) Analytical Labt Madison 





Male 



Female 


Tunepomt 

Statistic 

Smokers 

Non-Smokers 

P-vilue* 

Smoksts 

Non-Smokers 

P-vatue’ 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

3843.038, 2433210 

2911.7280, 706.1978 

2529.222 

40.439.9963.109 

40.439.9963.109 

1/U 

30 

84.956, 52.669 
153.7614,28,0729 

42.733 

15.200,869.893 
18.642,198.963 

24/0 

<.0001 

32 

4258.601, 3014,094 
2979.4020.526.6888 
3830821 

165.627. 11030.390 
177.458, 10735.306 

0/0 

35 

56.081,51.439 

22.5326,3.8087 

53.058 

16.348,96.078 

22.944,93.210 

34/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

H of BLQ/ALQ Values 

17 

3732.649,2316.286 
2989.2688.725.0042 

2584.689 

30.057,9923.031 

30,057, 9923.031 

I/O 

30 

65.656, 55.272 
50.9184,9.2964 

51.337 

21.510.293.922 

21.510, 134.834 

26/0 

<.0001 

29 

4745.379,3493.662 

3602.6512,668.9955 

4436.280 

271.169,19341.821 
466.146,9380.654 

0/0 

35 

71.281.61.817 

49.4479, 8.3582 

58.220 

28.393,253.655 

30.630,242 819 

32/0 

<.IXXJ1 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

3842.928, 2479.032 
2880.5182.678.9446 

2963.139 

35.248, 9943.070 

35.248, 9943.070 

30 

75.306.56.241 

85.7407,15.6540 

46.749 

18.355.464.702 

21.940, 246.443 

<•0001 

32 

4369 041.3238.548 
2833.7879.500.9477 
4087.567 

224.314, 11798.035 
315.887, 10205.522 

35 

63.681,58.061 

30.3856. 5.1361 

56.357 

30.592,161.920 

30.831,146.187 

<•0001 


’ P-valuc from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page IS of 264) 


Biomarker: NNAL plus NNAL-gluc (fpg/24hrVcigarette per day) _ Analytical Lab: Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smoke ts 

P-value' 

Smokers 

Ncm-Stnokere 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

54121.155,38734.348 
42632.2867, 10339.8483 
35036.000 

2820.000, 171072.000 
2820.000,171072.000 

1/0 


NA 

32 

57697.510,47747.375 

37505.6610,6630.1268 

50712.529 

8662.500,176718 500 
15822.400,153840.867 

WO 


NA 

Week 3 

N 

MEAN. GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

60028.332,45578.426 
36477.1862, 8847.0172 
57631.857 

2096.000, 138353.600 
2096.000, 138353.600 

1/0 


NA 

29 

64148.130,52875.770 

43424.9009,8063.8017 

49703.125 

14182.500.192686.000 
18154.500,172716.667 

0/0 


NA 

Overall* 

N 

MEAN. GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 

18 

57103.365,44343.694 

35431.8491,8351.3669 

52277.687 

2458.000, 154712.800 
2458.000, 154712.800 


NA 

32 

61047.286,52314.024 

33743.8833,5965,1322 

51637 690 

16372.500,142336.434 
16521.250,132624.738 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1,234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Sinukcre by Gender of 24-Hour Urine Bioiuarkere of Exposure by Timepuint and Overall 

(Page 16 of 264) 


i 


Biomarker: NNAL plus NNAL-gluc ({omol/24hrVcigarette Derdav) 

Analytical Lab: Madison 






Male 



Female 


Timepcinl Statistic Smokers 

Noil-Smoker's 

P-vahie* 

Smokers 

Non-Smokers 

P-va!ue* 


Week 1 

N 

17 

NA 

32 


MEAN, GEO MEAN 

258.699, 185.151 


275.794,228.233 


SD. SE 

203.7822,49,4245 


179.2769,31.6920 


MEDIAN 

167.472 


242.405 


MIN, MAX 

13.480. 817 724 


41.407, 844.714 


5%, 95% 

13.480.817.724 


75.631,735.359 


(for BLQ/ALQ Values 

1/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

286.935,217.865 


306.628, 252.746 


SD, SE 

174.3609,42 2887 


207.5710,38.5450 


MEDIAN 

275.480 


237,581 


MIN, MAX 

10.019, 661.330 


67.792,921.039 


5%, 95% 

10.019.661.330 


86.779, 825.586 


# of BLQ/ALQ Values 

1/0 


0/0 

Overall* 

N 

IS 

NA 

32 


MEAN, GFjO MEAN 

272.954,211.964 


291.806. 250.061 


SD, SE 

169.3642,39.9195 


161.2956,28.5133 


MEDIAN 

249.888 


246,829 


MIN, MAX 

11.750, 739.527 


78.261,680.368 


5%, 95% 

11.750,739.527 


78.972,633.946 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-vahie from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. ( ’< 1.234’will be used as ’1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24* Hour Urine Biomarkers of Exposure by Timepoinl ami Overall 

(Page 17 of 264) 


Biomarker: NNAL ulus NNAL-elue (DE/me Creatinine) Analytical Lab: Madison 

Male 



Female 


Timepomt Statistic Smokers Non-Smokers 

P-value‘ 

Smokers 

Non-Smokers 

P-value 1 


Week 1 

N 

17 

30 

<0001 

32 

35 


MEAN, GEO MEAN 

632.351, 38B.963 

11.176,6.201 


794.208,549.931 

10.028.9.133 


SD. SE 

604.3903, 146.5862 

23.9321,4.3694 


576.5665,101.9235 

4.0580,0.6859 


MEDIAN 

339.746 

5.013 


629.249 

9.509 


MIN, MAX 

7.958,2575.145 

1.932, 134.956 


18.519,2476,718 

2.285, 18.634 


5%. 95% 

7.958,2575.145 

2.103,25.707 


30.892.2010.238 

3.883,17.699 


# of BLQ/ALQ Values 

1/0 

24/0 


0/0 

34/0 

Week 3 

N 

17 

30 

<.0001 

29 

35 


MEAN, GEO MEAN 

533.334,349.698 

7.775. 6.330 


832.490, 623.362 

13.535. 112212 


SD, SE 

387.2534, 93.9228 

6 1746,1.1273 


567.0182, 105.2926 

10.2695,1.7359 


MEDIAN 

381.623 

6.049 


634.698 

10.657 


MIN. MAX 

5.525.1261,017 

2.158,34.375 


56.481,2275.640 

3.259, 53.767 


5%. 95% 

5.525,1261.017 

2.413, 15.074 


65.031,2024.775 

3.795.41.549 


# of BLQ/ALQ Values 

1/0 

26/0 


0:33 

32/0 

Overall* 

N 

IS 

30 

<.0001 

32 

35 


MEAN, GEO MEAN 

581.550,377.045 

9.476, 6.637 


808.45.3,587.104 

11.781, 10.488 


SD, SE 

470.7092, 110.9472 

12.6956,2.3179 


554.2552, 97.9794 

6.1400, 1.0378 


MEDIAN 

389.237 

5.327 


654.457 

10.520 


MIN, MAX 

6.742, 1877.496 

2.131,70.37! 


41.775,2250.747 

3.634, 30,459 


5%, 95% 

6.742, 1877.496 

2.364,30.041 


43.687,2007.510 

4.739,27.562 


* P-value from Wilcoxon rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1-234* will be used as *1.234*) far the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page IS of 264) 


Bioroarkef: NNALplus NNAL-glue (pmol/mg Creatinine) Analytical lab: Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc' 

Smokers 

Non-Smokers 

P-value* 

Week! 

N 

17 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

3.023,1.859 

0.053, 0.030 


3.796,2.629 

0.048,0.044 



SD.SE 

2.8890,0.7007 

0.1144,0.0209 


2.7560, 0.4872 

0.0194,0.0033 



MEDIAN 

1-624 

0.024 


3.008 

0.045 



MIN, MAX 

0.038,12.309 

0.009,0.645 


0.089.11.839 

0.011,0.089 



5% 95% 

0,038, 12.309 

0.010,0123 


0.148,9.609 

0.019,0.085 



#of BLQ/ALQ Values 

1/0 

24/0 


0/0 

34/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

2.5-19, 1.670 

0.037,0.030 


3.979,2.980 

0.065,0.054 



SD,SE 

1.8512,0.4490 

0.0295,0.0054 


2.7104.0.5033 

0.0491.0.0083 



MEDIAN 

1.824 

0.029 


3.034 

0.051 



MfN, MAX 

0.026,5.028 

0.010,0.164 


0.270, 10.873 

0.016,0.257 



5%. 95% 

0.026,6.028 

0.012,0.072 


0.311,9.678 

0.018,0.199 



# of BLQ/ALQ Values 

I/O 

26/0 


0/0 

32/0 


Overall' 

N 

18 

30 

<0001 

32 

35 

<.0O01 


MEAN, GEO MEAN 

2.780.1.802 

0.046.0.032 


3.865,2.807 

0.057,0.050 



SD.SE 

2.2501,0.5304 

0.0608,0.0111 


2,6493, 0.4683 

0.0293,0.0049 



MEDIAN 

1.861 

0,026 


3.129 

0.051 



MIN. MAX 

0.032, S.975 

0.010,0.337 


0.200, 10.759 

0.018, 0.146 



5%, 95% 

0.032,8.975 

0.011,0.144 


0.209,9.596 

0.023,0.132 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits withio a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., '<1.234’will be used as 1.2343 for the averages across visits within a subjeetthus eliminating all BLQ/ALQ values for the overall statistics. 
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JabJe 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 19 of264) 


Biomarker: NNAL plus NNAL-gluc ((pg/mg GreatinmeVcigarette per day) Analytical Lab; Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Sinokcts 

Non-Srookets 

P-value' 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

M[N, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

60.839,29.598 

118.7808,28.8086 

29 102 

2.653,515.029 

2.653,515.029 

1/0 


NA 

32 

50.350,41.642 

31.1852,5.5128 

41 206 

4.630, 134.016 

15.446,116.939 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

48.034,32.892 

51.9735,12.6054 

34.062 

1.842,235.969 

1.842,235.969 

1/0 


NA 

29 

55.315,45.097 

39.5695, 7.3479 

45.436 

14.120,164.956 

16.258,155.193 

U/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

53.182,32.225 

82.3686.19.4145 

29.297 

2.248.375.499 

2.248, 375.499 


NA 

32 

53.855, 45.461 
32.3057,5.7109 

43.072 

10.444,13.3.834 

14.783, 131.185 


NA 


NOTE: Values listed -were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokere and Non-Smokers by Gender oF24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 20 of 264) 

Biomarker: NNAL plus NNAL-ghic ((pmol/mg CrearinineVcicarette per day) _ Analytical Lab: Madison _ 

Male _ _ ___ Female _ 

Tiiflepouit _ Statistic _ Smokers _ Non-Smokers _ P-value* _ Smokers _ Nan-Smokcra _ P-value" 


Week [ 

N 

[7 

NA 

32 


MEAN, GEO MEAN 

0.291,0.142 


0241,0.199 


SD, SE 

0.5678,0.1377 


0.1490,0.0263 


MEDIAN 

0 139 


0.198 


MIN, MAX 

0.013.2.462 


0.022.0.641 


5%,95% 

0013,2.462 


0074,0.559 


# afBLQ/ALQ Values 

1/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

0.230,0.157 


0.265,0.216 


SD, SE 

0.2484.0.0603 


0.1891,0.0351 


MEDIAN 

0.163 


0.217 


MIN, MAX 

0.009,1.128 


0.068,0.789 


5%, 95% 

0.009,1.128 


0.078,0.742 


# of BLQ/ALQ Values 

1/0 


0/0 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0.255,0 155 


0.258,0.218 


SD. SE 

0.3937,0.0928 


0.1543,0.0273 


MEDIAN 

0.140 


0.206 


MIN. MAX 

0.011,1.795 


0.050, 0.640 


5%, 95% 

0.011, 1.795 


0.071,0.627 


NOTE: Values listed were normalized by taking the original biomariccr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., '<1.234’will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 21 of 264) 


Biomarker NNAL plus NNAL- g luc (pg/mL) Analytical Lab: Madison 




Male 



Female 


Timcpoint Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value" 

Week I N 

17 

30 

<.0001 

32 

35 

<.0001 

MEAN, GEO MEAN 

532.4, 308.3 

13,7,7.5 


554.4,360.2 

6.0,6.0 


SD, SE 

500.33, 121.35 

33.35,6.09 


459.48,81.23 

0.17,0.03 


MEDIAN 

445.5 

6.0 


4840 

6.0 


MIN, MAX 

6.0,1773.9 

6.0,185.7 


13.5,2045.7 

6.0,70 


5%, 95% 

6.0, 1773.9 

60,47.3 


16.5,1604.2 

6.0,60 


#of BLQ/ALQ Values 

1/0 

24/0 


0/0 

34/0 


Week 3 N 

17 

30 

<.0001 

29 

35 

<.0001 

MEAN, GEO MEAN 

427.5, 286.6 

7.5.6.6 


626.3, 425.9 

7.2,6.6 


SD, SE 

313.45,76.02 

7.53,1.38 


557.17, 103.46 

4.74,0.80 


MEDIAN 

415.9 

6.0 


4820 

6.0 


MIN, MAX 

60. 1235.3 

6.0,47.3 


30.5,2223.3 

6.0,31.4 


5%, 95% 

60, 1235.3 

6.0,8.6 


530,1842.9 

6.0, 17.7 


# of BLQ/ALQ Values 

1/0 

26/0 


0/0 

32/0 


Overall' N 

18 

30 

<0001 

32 

35 

<.0001 

MEAN. GEO MEAN 

486.9, 321.5 

10.6,7.3 


573.7, 393 7 

6.6, 6.4 


SD. SE 

362.20.85.37 

17.77,3.24 


462.07, 81.68 

2.37,0.40 


MEDIAN 

385.6 

6.0 


453.3 

6.0 


MIN, MAX 

60.1230.7 

6.0,95.9 


22.0, 1663.1 

6.0,18.7 


5%. 95% 

6.0,1230.7 

6.0,47.3 


34.8.1653.7 

6.0,11.9 



a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BT.Q/AI.Q values were converted to the limit 
of the quantification (c.g.. ’<1.234’will be used as '1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

<Page 22 of 264) 


Biomarker; NNAL plus NNAL-eluc (prool/L) Analytical Lab: Madison 


Timepoint 



Male 



Female 

P-valuc" 

.... 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

Week 1 

N 

17 

30 

<.0001 

32 

35 

<0001 



MEAN. GEO MEAN 

2544.7, 1473.7 

65.3.35.9 


2650.1, 1721.5 

28.8, 28.8 




SD, SE 

2391.57,580.04 

159.42,29.11 


2196.31,388.26 

0.81, 0.14 




MEDIAN 

2129.5 

28.7 


2313.3 

28.7 




MIN, MAX 

28.7,8479.2 

28.7,887 6 


64.5. 9778.4 

28.7. 33.5 




5%, 95% 

28.7.8479.2 

28.7,226.1 


78.9,7668.1 

28.7, 28.7 




tt of BLQ/ALQ Values 

1/0 

24/Q 


0/0 

34/0 



Week 3 

N 

17 

30 

<0001 

29 

33 

<.0001 



MEAN, GEO MEAN 

2043.4,1370.0 

36.1,31,5 


2993.7, 2035.8 

34.6,31.6 




SD, SE 

1498.29, 363.39 

36.01,6 57 


2663.28, 494.56 

22.66, 3.83 




MEDIAN 

1988.0 

28.7 


2304.0 

28.7 




MIN. MAX 

28.7.5904.7 

28.7.226.1 


145.8, 10627.4 

28.7, 150.1 




5%, 95% 

28.7,5904.7 

28.7,41.1 


253.3. 8809.1 

28.7, 84.6 




ff Of BLQ/ALQ Values 

1/0 

26/0 


c/u 

32/0 



Overall* 

N 

18 

30 

<.0001 

32 

35 

<.0001 



MEAN, GEO MEAN 

2327.4,1536.6 

50.7,34.9 


2742.2, 1881.7 

31.7.30.6 




SD, SE 

1731.30,408.07 

84.92,15.50 


2208.67, 390.44 

11.32, 1,91 




MEDIAN 

1843.1 

28.7 


2166,6 

28.7 




MIN. MAX 

28.7,5882.5 

28.7,458.2 


105.2. 7949.4 

28.7, 89.4 




5%, 95% 

28,7, 5882,5 

28.7,226.1 


156.1, 7904.4 

28.7, 56.7 




* P-value from Wilcox on rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 142.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-HourUrine Biomarkers of Exposure by Timepoint and Overall 

(Page 23 of2641 


Binmarker- NNAL plus NNAL-aluc ((pg/mLj/cigareae per day) _ Analytical Lab: Madison _ 

_ Male _ 

Timepoint _ Statistic _ Smokers _ Ncm-Smokeis _ P-vaiue* 


Fema le 

Smokets_N on-Smokerc_P-value* 


Week 1 


Week 3 


Overall* 


N 

17 

MEAN, GEO MEAN 

35.9,23.5 

SD, SE 

33.16, 8.04 

MEDIAN 

27,3 

MIN. MAX 

2.0.128.6 

5%, 95% 

2.0,128 6 

# of BLQ/ALQ Values 

1/0 

N 

17 

MEAN, GEO MEAN 

43.2, 27.0 

SD. SE 

56.18,13.62 

MEDIAN 

25.2 

MIN, MAX 

2.0,247.1 

5% 95% 

2.0,247.1 

g of BLQ/ALQ Values 

1/0 

N 

18 

MEAN, GEO MEAN 

39.2,27.3 

SD. SE 

37.94. 8.94 

MEDIAN 

31.4 

MIN, MAX 

2.0,168.1 

5%. 95% 

2.0,168.1 


NA 32 

36.1.27.3 

27.44.4.85 
267 

4.1.109.3 
6.8,95.6 

0/0 

NA 29 

41.2.30.8 

31.58.5.86 
23.7 

7.6.105.9 

10.0,100.6 

0/0 

NA 32 

39.2, 30.4 
28.33, 5.01 
26.1 

7.2.109.3 
8.7,98.1 


NA 


NA 


HA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Witcoxon rank-sum lest. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
Of the quantification (e.g., '<11.234’will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparisun Bel ween Smokers and Non -Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 24 of264) 


Biomarker.NNAL plus NNAL-gluc l lpntol/iycigarettc pet dev) _ Analytical Lab: Madison 


hfate ______ ___ Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vahte’ 

Smokers 

Non-Smokere 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

17 

171.7,112.2 
158.49,3844 

130.7 

9 6.614.6 

9.6, 514.6 

1/0 


NA 

32 

172.4, 130.4 
131.15,23.18 

1278 

19.7.522.5 

32.3,456.7 

0/0 


NA 

Week 3 

N 

mean, geo mean 
SD.SE 

MEDrAN 

MIN, MAX 

5%, 95% 

H of BLQ/ALQ Values 

17 

206.4, 128.9 
268.48,65.12 

120.5 

9.6.1180.9 

9.6.1180.9 

I/O 


na 

29 

196.8, 147.3 
151.02,28.04 

113.4 

36.5.506.1 

47.7.481.1 

0/0 


NA 

Overall’ 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

187.5,130.6 
181.30,42.73 

149.8 

9.6.803.4 

9.6, 803.4 


NA 

32 

187.3,145.1 

135.44,23.94 

124.8 

34.4,522.5 
41.5.468,9 


NA 


NOTE 1 . Values Hated were normalized by taking the original biomarieer and dividing it by the number of cigarettes found in question 4 of the weekly survey fot the corresponding week, 

9 P-value from Wrloaxnn rank-strmcear. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the RLQ/AZ.Q values rwre converted to the limit 
of the quantification (e.g., ’c[234' will be used as'1234 j for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2,2-2 


Biomarker NNAI -O-glucumtirde (pmol/l,) 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 25 of254) 

Analytical Lab: Madison 




Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Weekl N 

17 

29 

<.0001 

32 

32 

<0001 

MEAN, GEO MEAN 

1950.1, NA 

37.9, NA 


1856.6, 1069.4 

0.2, NA 


SD, SE 

2050.37,497,29 

162.11,30.10 


1691.41,299.00 

0.85,0.15 


MEDIAN 

1543.0 

0.0 


1631.9 

0.0 


MIN. MAX 

0.0,7358.3 

0 0,859.0 


24.4, 7462.5 

0.0,4.8 


5%, 95% 

0.0, 7358.3 

0.0,197.4 


35.9,5458.8 

0.0.0.0 


# of BLQ/ALQ Values 

I/O 

29/0 


1/0 

32/0 


Week 3 N 

17 

28 

<■1)001 

2y 

35 

<.0001 

MEAN, GEO MEAN 

1457.1, NA 

2.0, NA 


2115.3, 1152.9 

5.3, NA 


SD, SE 

1136.78,275.71 

6.52,1.23 


2223.97, 412.98 

19.50, 3.30 


MEDIAN 

1234.2 

00 


1443.fi 

0.0 


MIN, MAX 

0.0,4514.7 

0.0,31.5 


11.0.9536.6 

0.0. 99.9 


5%, 95% 

0.0,4514.7 

0.0,12,4 


35.4,7004.1 

0.0, 55.9 


# of BLQ/ALQ Values 

1/0 

27/0 


0/0 

34/0 


Overall* N 

18 

30 

<.0001 

32 

35 

c.0001 

MEAN, GEO MEAN 

1744.6, NA 

19.2, N A 


1924.2, 1135.3 

2.7, NA 


SD. SF, 

1455.58,343 08 

80.23,14.65 


1730.55. 305.92 

9.75, 1.65 


MEDIAN 

1277.7 

0.0 


1626.1 

0.0 


MIN, MAX 

0.0,4879.9 

0.0,429.J 


23.5, 5778.3 

0.0, 50.0 


5%, 95% 

0.0,4879.9 

0.0,114.5 


29.9,5681.3 

0.0, 28.0 



1 P-value from Wilcoxon rank-sum lest. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e g., '<] .234'will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokere and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by J imepoint and Overall 

(Page 26 of 264) 


Biomarker: NNAL-O-glucuronide ((pmol/LVciaaretie ner day) Analytical Lah: Madison 

Male 



Female 


Timepoint Statistic Smokers Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 1 


Week 1 

N 

17 

NA 

32 


MEAN, GEO MEAN 

128.9, NA 


114.7,81.0 


SD.SE 

125.32, 30.39 


92.49,16.35 


MEDIAN 

85.7 


86.2 


MTN, MAX 

0.0,481.9 


6.1,363.9 


5%, 95% 

0.0,481.9 


16.9,339.2 


t? of BLQ/ALQ Values 

1/0 


I/O 

Week 3 

N 

17 

NA 

29 


MEAN.GEO MEAN 

148.7, NA 


132.7,83.5 


SD, SE 

206.23.50.02 


117.49, 21.82 


MEDIAN 

80.1 


77.7 


MIN, MAX 

0.0,902.9 


2.8,454,1 


5%, 95% 

0.0,902.9 


8.9, 350.2 


# of BLQ/ALQ Values 

1/0 


(V0 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

138.3, NA 


124.6, 88.0 


SD.SE 

139.15, 32.80 


96.22.1701 


MEDIAN 

107.8 


86.6 


MIN. MAX 

0.0,601.0 


7.5,356.9 


5%, 95% 

00,601.0 


10.4,306.1 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
s P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<j.234' will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 27 of 264) 


Btomarker: NNAL-O-filucuronide (pmol/24hr) Analytical Lab: Madison 


Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-vatuc* 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BtQ/ALQ Values 

17 

2904.964, NA 
2489.6679, 603.8.132 
1833.188 

0.000. 8646.003 

0.000, 8646.003 

I/O 

29 

38.243, NA 

158.0832,29.3553 

0.000 

0.000,841.820 

0.000,173.712 

29/0 

<.0001 

32 

291 1,039, 1872.337 
2191.8620, 387.4701 
2516.876 

51.240, 8788.668 

98.725, 7630.840 

1/0 

32 

0.147, NA 
0.8316,0.1470 

0.000 

0.000,4.704 
0.000,0.000 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

2636.817, NA 
2140.5686,519.1641 
1703.196 

0.000. 7252.530 

0.000, 7252.530 

1/0 

28 

3,352, N A 

10.3068,1.9478 

0.000 

0.000,40.950 

0.000,36.120 

27/0 

<.0001 

29 

3277.052, 1978.544 
3205.0765, 595.1678 
2646.905 

20.460, I73J6.612 

65.136, 6821 100 

0/0 

35 

10.165, NA 

38.8545, 6.5676 

0.000 

0.000,168.831 

0.000,160.433 

34/0 

<.0001 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

2839.652, NA 
2316.2775.545.9518 
2120.435 

0.000, 7949.267 

0.000.7949.267 

30 

20.049, NA 

78.3074,14.2969 

0.000 

0.000,420.910 

0.000,107.331 

<.0001 

32 

2996.589, 1953.512 
2267.1090,400.7720 
2644.194 

58.188,10073.384 

59.593, 7804.884 

35 

5.150, NA 
19.4133,3.2815 

0.000 

0.000,84.416 

0.000,80.217 

<.0001 


* P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bioinarkers of Exposure by Tinrcpuini and Overall 

(Page 28 of 264) 


Biomarker: NNAL-Q-eluctironide ((pmoL74hrVcigarctte per day) _ Analytical Lab: Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, CEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

» of BLQ/ALQ Values 

17 

191.695. NA 
154.3645, 37.4389 
120.232 

0.000, 574.157 

0.000. 574.157 

1/0 


NA 

32 

178.194, 141.777 
119.7548,21.1699 

165.201 

12.810, 585.911 
47.073,437.301 

1/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

203.742, NA 
132.0991, 32.0387 
168.115 

0.000.505.646 

0.000, 505.646 

I/O 


NA 

29 

201.878, 143.136 
168.0591,31.2078 

147.793 

5.115,826.505 

16.284,517.290 

010 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

198.934, NA 
129.3352,30.4846 
165534 

0.000,539.902 

0.000, 539.902 


NA 

32 

189.637,151.404 

118.5019,20.9484 

166.137 

14.547,520.326 

27.239,476.665 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234* will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender or 24-Hour Urate Biomarkers of Exposure by Timepoint and Overall 

(Page 29 of 264) 


Biomarker NNAL-O-glucuronide (pmnl/mg Creatinine) Analytical Lab: Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P~value J 

Smokers 

Non-Smokers 

P-value" 

Week I 

N 

mean, geo mean 
sd.se 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

2.232, NA 
2.1168,0.5134 

1.100 

0.000, 8.643 

0.000,8.643 

1/0 

29 

0.027, NA 
0.1166,0.0217 

0.000 

0.000,0.624 
0.000,0.107 

29/0 

<0001 

32 

2.590,1.632 
2.0000,0.3535 

2.237 

0.027,7.951 

0.082, 7.656 

1/0 

32 

0.000, NA 
0.0005,0.0001 

0.000 

0.000.0.003 

0.000, 0.000 

32/0 

<0001 

Week 3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

17 

1.818, NA 
1.3733,0.3331 

1.355 

0.000,4.312 

0.000, 4.312 

1/0 

28 

0.002, NA 

0.0056, 0.00 II 

0.000 

0.000,0.023 

0.000, 0.019 

27/0 

<0001 

29 

2.688, 1.686 
2.1935.0.4073 

1.939 

0.020.9.761 

0.043, 6.968 

0/0 

35 

0.009, NA 

0.0359,0.0061 

0.000 

0.000,0.171 

0.000,0.131 

34/0 

<0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

2.037, NA 

1.6980,0.4002 

1.169 

0.000, 6.478 

0.000, 6.478 

30 

0.014, NA 

0.0576,0.0105 

0.000 

0.000,0.312 

0.000, 0.065 

<.0001 

32 

2.618,1.692 
1.9471,0.3442 

2.014 

0.035, 7.312 
0.051,7.084 

35 

0.005, NA 
0.0181,0.0031 

0.000 

0.000,0,086 

0.000,0.066 

<0001 


" P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ‘<1.234’wifl be used as ’1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 30 of 264) 


Biomarker: NNAL-O-glucuronide ((pmol/mg Cre atin i neVci garotte per day) Analytical Lab: Madison 

Male 


Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers Non-Smakers 

P-value' 

Week 1 

N 

17 


NA 

32 

NA 


MEAN, GEO MEAN 

0.211, NA 



0.156, 0.124 



SD.SE 

0.3990,0.0968 



0.1057, 0.0187 



MEDIAN 

0.119 



0.125 



MIN, MAX 

0.000, 1.729 



0.007, 0.510 



5%, 95% 

0.000, 1.729 



0.041,0.364 



# of BLQ/ALQ Values 

1/0 



1/0 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

0.165, NA 



0,170,0,122 



SD.SE 

0.1919.0.0466 



0.1322,0.0245 



MEDIAN 

0.108 



0.122 



MIN, MAX 

0.000, 0.862 



0.005,0.494 



5%, 95% 

0.000,0.862 



0.011,0465 



# of BLQ/ALQ Values 

1/0 



0/0 


Overall* 

N 

IS 


NA 

32 

NA 


MEAN. GEO MEAN 

0.184. NA 



0.166.0.132 



SD, SE 

0.2853,0.0672 



0.1068,0.0189 



MEDIAN 

0.103 



0.140 



MIN, MAX 

0.000,1.296 



0,009,0.488 



5%, 95% 

0.000, 1.296 



0.023, 0.364 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


* P-vafue from Wilcox on rank-sum test. 


4 Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1.234* will be used as *1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table I4.2.2-2 

Statistical Comparison Between Smokers and Non-Smokeis by Gender of 24-Hour Urine Biomaricers of Exposure by Timepoint and Overall 

(Page 31 of 264) 



Week i 

N 

MEAN, DEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

ft of BLQ/ALQ Values 

IS 

1683.977,1226.756 
920.8075,217.0364 
1908.816 

26.790.3201.831 

26.790.3201.831 

0/0 

30 

4.187,2.268 

6.2628,1.1434 

1.830 

0.530,27.900 

0.715,20.140 

19/0 

<.0001 

32 

1833.759, 1377.866 
1274.5169, 225.3049 
1583.006 

50.050, 64.35.fi60 

308.979, 3606.938 

0/0 

35 

2.289,1,974 
1.3989,0.2365 

1,950 

0.570,6.912 

0.800,6.825 

30/0 

■=.0001 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1784.287,1256.439 
902.3151,212.6777 
1769.274 
13.950,3133.273 
13.950,3133.273 

WO 

30 

5.196,2.549 

10.7544,1.9635 

1.917 

0.625,59.280 

0.815,13.221 

18/0 

<.0001 

31 

1837.173, 1433.924 
1174.1091,210.8762 
1686.630 

148.738,4366.890 

350.900,4252.954 

0/0 

35 

2.387, 2.083 
1.3526,0.2286 

2.200 

0.660, 7.795 

0.750,4.875 

29/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

n of BLQ/ALQ Values 

17 

2040.610, 1231.977 
1576.7984.382.4298 
1600,536 
6.393,5162.740 
6.393,5162.740 

0/0 

30 

3.809, 2.464 

5.2300.0.9549 

2.032 

0.750,25.870 

1.072,15.370 

184) 

<.0001 

29 

1902.946, 1558.715 
1132.3107.210.2648 
1655.220 

225.246,4886.167 

391.688,3866.576 

0/0 

35 

2.248, 2.050 
1.0814,0.1828 

2.050 

0.940,6.420 

0.990,4740 

32/0 

<0001 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDLAN 

MIN, MAX 

5%, 95% 

18 

1830.019.1303.963 
1019.6382,240.3310 
1786.237 
15.711,3774.690 
15.711,3774.690 

30 

4.397,2.599 

6.2744, 1.1455 

1.991 

0.787.30.043 

1.092, 16.027 

<.0001 

32 

1818.890, 1460.495 
1095.3362,193.6299 
1681.960 

141.345.4483.278 

374.266, 3982.288 

35 

2.308. 2.091 
1.0681,0.1805 

2.150 

0.967, 5.145 

0.960,4.770 

<0001 


1 P-vaiue from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as'! .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fer the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepomt and Overall 

(Page 32 of 264) 


Bhmarirer: Cotinine (timoL'24hr) Analytical Lah: Harrogate 


Male _ _Female 


TimepouH 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

IS 

9556.568,6961.841 
5225.5828,1231.6817 
10832.531 
152.033,18170.39! 
152.033,18170.391 

0/0 

30 

23.762, 12.87! 
35.5415,6.4890 

10.383 

3.008, 158.333 

4.058,114,295 

19/0 

<.0001 

32 

10406.583,7819.392 
7232.8836. 1178.6053 
8983.556 

284.034, 36522.371 
1753.456,20469.373 

0/0 

35 

12.989, 11.20! 

7.9390, 1.3419 

11.066 

3.235, 39.226 

4.540, 38.732 

30/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tf of BLQ/ALQ Values 

18 

10125.830,7130.292 
5120.6381,1206.9460 
10040.630 

79.166, 17781.324 
79.166,17781.324 

0/0 

30 

29.490, 14.465 

61.0312, 11.1427 

10.879 

3.547,336.414 
4.625,75.029 

18/0 

<.0001 

31 

10425.957, 8137.517 
6663.0694, 1196.7226 
9571.625 

844.088,24782.101 
1991.358,24135.514 

0/0 

35 

13.549, 11.824 

7.6759, 1.2975 

12.485 

3.746, 44.237 

4.256, 27.666 

29/0 

<0UU1 

Week 3 

N 

MEAN. GEO MEAN 
SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

17 

11580.459,6991.468 

8948.3309.2170.2890 

9083.042 

36.280.29298.550 

36.280.29298.550 

0/0 

30 

21.615,13.985 
29.6804.5.4189 

11.532 

4.256, 146.812 

6.084,87.225 

18/0 

<0001 

29 

10799.218. 8845.710 
6425.8632, 1193.2528 
9393.374 

1278.271,27728.998 

2222.829,21942.819 

0/0 

35 

12.756, 11.636 

6.1368, 1.0373 

11.634 

5.335, 36.434 

5.618, 26.900 

32/0 

<.0001 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

10385.356.7399.969 
5786.4474,1363.8787 
10136.892 
89.160,21421.368 
89.160,21421.368 

30 

24.956.14.747 

35.6075, 6.5010 

11.298 

4.464, 170.496 

6.195, 90.955 

<0001 

32 

10322.202,8288.311 
6216.0336, 1098.8499 
9545.122 

802.131,25442.605 
2123.957, 22599.486 

35 

13.098, 11.867 

6,0612, 1.0245 

12.201 

5.486, 29.198 

5.562, 27.068 

<0001 


* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RLQ/AT.Q values does riot apply as the BLQ/ALQ values were converted to the limit 

of (he quantification (e.g., ’<1.234’will be used as 1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 33 of264) 


ft i omarfce r Cotinine (Qig/24h r>‘ci garette per day) An alyt leal Lab: H a rrog;afe 


Male _ _ Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value J 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

M!N, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

125,949,96.672 

89.1273,21.0075 

101.557 

8.930.385.805 

8.930.385.805 

0/0 


NA 

32 

134.159,104.334 
118.9202,21.0223 

98.981 

25.025.643.566 
29.911,304.113 
(VO 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

173.708,99.521 

287.4993,67.7642 

117.995 

4.650, 1308.045 

4.650,1308.045 

0/0 


NA 

31 

145.277, 116.936 
105.1783, 18.8996 

107.678 

32.188,485.210 

41.747,342.365 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

» of BLQ/ALQ Values 

17 

155.573, 115.877 

81.4576.19.7564 

160.120 

2.131,320.107 

2.131,320.107 

0/0 


NA 

29 

135.216, 112.764 

89.9849.16.7098 

111.844 

45.833,335.938 
46.306,330.911 

0/0 


NA 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

150.028.108.591 
140.5316,33.1236 

118.237 

5.237, 671.319 

5.237, 671,319 


NA 

32 

137.396, 115.621 

94.0927, 16.6334 

102.109 

47.120,486.562 

48.557,299.233 


NA 


NOTE: Values listed were normalized by taking the original bioinarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-va?ue from Wilroxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
Of the quantification (e.g., ’<1.234’ will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1: 24 July 2002 


Page 621 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 




PM3006439202 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Cuinparisoit Between Smokers and Noti-Sntokeis by Gender uf 24-Hour Urine Biomarkos cfEaposuic by Timepoini and Overall 

(Page 34 of 264) 


Biomarker: Cotinine (tnmol/24hrVcigaretie perdavt 


Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smoke ra 

Non-Smokcis 

P-value* 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5/o, 95% 

# of BLQ/ALQ Values 

18 

709.652,548.614 
505.7971. 119.2175 

576.3.35 

50.678,2189.442 

50.678, 2189.442 

0/0 


NA 

32 

761.351,592.098 

674.8723, 119.3017 
.661.716 

142.017, 3652.237 

169.746, 1725.843 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%. 95% 

tt of BLQ/ALQ Values 

18 

985.790,564.781 

1631.5586,384.5620 

669.619 

26.389, 7423.156 
26.389,7423.156 

0/0 


NA 

31 

824.446, 663.612 

596.8868, 107.2040 

611.073 

182.668,2753.567 

236.913,1942.924 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

882.879, 657.60? 
462.2721, 112.1175 

908.683 

12.093, 1816,608 

12.093, 18I6.60H 

0/0 


NA 

29 

767.351,639.936 

510-6639,94.8279 

634.712 

260.099, 1906,445 

262.788, 1877.918 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

851.411,616.255 
797.5169, 187,9765 

670.996 

29.720,3809.735 

29.720, 3809.735 


NA 

32 

779.721,656.148 

533.9762,94.3945 

579.469 

267.406,2761.241 

275.561, 1698.146 


NA 

NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 


Of the quantification (e.g., ’<1.234’will be used as '1.234} for the averages across visits within a subject ifms eliminating ail BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hout Urine Biumarkcrs of Exjrosnie by Tinrepoint and Overall 

(Page 35 of 2641 


Biomarker Cotinine (na/mp. Creatinine) 

Analytical Lab: Harrogate 






Timepomt 



Male 



Female 


Statistic 

Smokers 

Nott-Smokeis 

P-value* 

Smokers 

Non-Smokers 

P-vatue" 

Week 1 

N 

18 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

1.448, 0.928 

0.003, NA 


1.697, 1.202 

0.002, NA 



SD, SE 

1.3218, 0.3115 

0.0041,0.0008 


1.1734, 0.2074 

0.0017,0.0003 



MEDIAN 

1.260 

0.001 


1.628 

0.002 



MIN, MAX 

0.025, 5.80S 

0.000.0.020 


0.042,4.207 

0.000,0.010 



5%. 95% 

0.025, 5.808 

0.000,0.010 


0.203, 3.903 

0.001.0.005 



# of BLQ/ALQ Values 

0/0 

19/0 


0/0 

30/0 


Week 2 

N 

18 

30 

<40001 

31 

35 

<.0001 


MEAN, GEO MEAN 

1.431, 0 925 

0.004, NA 


1.499, 1.139 

0.002, NA 



SD, SE 

1.1733, 0.2765 

0.0102,0.0019 


1 0524, 0.1890 

0.0014,0.0002 



MEDIAN 

1.264 

0.001 


1.250 

0.002 



MIN, MAX 

0.016,5.177 

0 000, 0,057 


0.148,4.123 

0.000,0.007 



5%, 95% 

0.016,5.177 

0.000, 0.007 


0.275, 3.337 

0.001,0.005 



# of BLQ/ALQ Values 

0/0 

18/0 


0/0 

29/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<0001 


MEAN, GEO MEAN 

1.378, 0.893 

0.002, NA 


1.745, 1.329 

0.002. 0.002 



SD, SE 

0.9164.0.2223 

0.0028,0.0005 


1.3149, 0 2442 

0.0015,0.0003 



MEDIAN 

1.292 

0.001 


1.410 

0.002 



MIN, MAX 

0.006,3.315 

0.000,0.014 


0.224,5.186 

0.001,0.009 



5%, 95% 

0.006,3.315 

0.000.0.009 


0.3S3, 4.641 

0.001,0.005 



* of BLQ/ALQ Values 

0/0 

18/0 


0/0 

32/0 


Overall* 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GF.O MEAN 

1.412,0.957 

0.003, NA 


1.666, 1,253 

0.002, NA 



SD, SE 

1.0606,0.2500 

0.0049,0.0009 


1.1632,0.2056 

0.0013, 0.0002 



MEDIAN 

1.295 

0.001 


1.349 

0.002 



MIN, MAX 

0.016,4.572 

0.000,0.026 


0.138,4.505 

0.000, 0.006 



5%, 95% 

0.016,4.572 

0.001, 0.009 


0.266,3.88(5 

0.001,0.006 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a suhject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 36 of264) 


Biomarker: Cotinine (nraol/ina Creatinine) 

Analytical Tab: Harrogate 









Male 



Female 


Timepoim 

Statistic 

Smokers 

Non-Smoker? 

P-velue’ 

Smokers 

Non-Smokers 

P-value' 

Week I 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

8.216,5.264 

0.015, NA 


9.630,6.822 

0.012, N A 



SD.SE 

7.5011,1.7680 

0.0234,0.0043 


6.6590,1.1772 

0.0094,0.001G 



MEDIAN 

7,151 

0.006 


9.239 

C.011 



MIN, MAX 

(1.142, 32.96(1 

0.000.0.114 


0.238,23.875 

0.(100,0.(157 



5%. 95% 

0.142,32.960 

0.000,0.057 


1.152, 22.150 

0.006.0.028 



# of BLQ/ALQ Values 

0/0 

19/0 


0/0 

30/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<0001 


MEAN, GEO MEAN 

8.122,5.249 

0.022, NA 


8.506, 6.461 

0.012, NA 



SD.SE 

6.6582,1.5693 

0.0577,0.0105 


5.9724,1.0727 

0.0080,0.0013 



MEDIAN 

7.174 

0.006 


7.094 

0.011 



MIN, MAX 

(1.091,29.379 

0.000,0.323 


0.840,23.398 

0.000.0.040 



5%. 95% 

0.091,29.379 

0.000,0.040 


1.561,18.937 

0.006, 0.028 



# of BLQ/ALQ Values 

0/0 

18/0 


0/0 

29/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

7.819,5.065 

0.012, NA 


9.903, 7.544 

0.012,0.010 



SD.SE 

5.2007.1.2614 

0.0158.0.0029 


7.4619.1.3856 

0.0087.0.0015 



MEDIAN 

7.332 

0.006 


8.002 

0.011 



MIN, MAX 

0.034, 18.813 

0.000, 0.079 


1.271.29.431 

0.006,0.051 



5%, 95% 

0.034,18.813 

0.000,0.051 


2.174,26,338 

0.006, 0.028 



n of BLQ/ALQ Values 

U/Q 

18/0 


0/0 

32/0 


Overall* 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

8.016, 5.428 

0.017, NA 


9.455.7 113 

0.012,0010 



SD.SE 

6.0188,1.4186 

0.0278, 0.0051 


6.6015,1.1670 

0.0073, 0,0012 



MEDIAN 

7.346 

0.008 


7.653 

0.009 



MIN. MAX 

0.089,25.944 

0.000, 0.149 


0.783,25.568 

0.002, 0.036 



5%, 95% 

0.089,25.944 

0.004, 0.051 


1.510,22.053 

0.006. 0.032 



* P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification fe.g.. ’<1.234’ will be used as ’1.234’) for the averages sctoss visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 




Draft 1: 24 July 2002 


Page 624 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 





PM3006439205 





RSR 

Protocol No, PM-8450 

Covance CRU Study No, 12226-8450 


Table 14.2.2-2 

Statistical Companion Between Smokers and Non-Smokers hy Gender or24-Hour Urine Biomarkets of Exposure by Tiinepoinl end Overall 

(Page 37 of 264) 


Biomarker: Cotinine Buc/me CreatinineVcinarette per day) Analytical Lab: Harrogate 




Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 


NA 

32 


NA 


MEAN. GEO MEAN 

0.145,0.073 



0.120, 0.091 




SD.SE 

0.2624,0.0618 



0.0945,0.0167 




MEDIAN 

0.073 



0.098 




MIN, MAX 

0.008, 1,162 



0.021,0.390 




5%. 95% 

0.008,1.162 



0.026,0.365 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

0.216,0.073 



0.118.0.093 




SD.SE 

0.5939,0.1400 



0.0803,0.0144 




MEDIAN 

0070 



0.095 




MIN, MAX 

0.O0S. 2.589 



0.023,0.336 




5%, 95% 

0.005,2.589 



0.025,0.303 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, CEO MEAN 

0.121,0.084 



0.127,0.096 




SD, SE 

0.1159,0.0281 



0.1158,0.0215 




MEDIAN 

0.105 



0.096 




MIN. MAX 

0.002,0.546 



0.031,0.580 




5%, 95% 

0.002,0.546 



0.035, 0.321 




tf of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

0.159,0.080 



0.124,0.099 




SD.SE 

0.3206.0.0756 



0.0900, 0.0159 




MEDIAN 

0.087 



0.105 




MIN, MAX 

0.005,1.432 



0.034,0.435 




5%, 95% 

0.005,1.432 



0.035, 0.311 




NOTE: Values listed were normalized by taking the original binntarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


' P-value from Wilccoton rank-sum test. , 

' Overall value! calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. Ml .234' will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.12-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoiitt and Overall 

(Page 38 of 264) 


Biomariwtr: Cotinine ((nmol/mg Creatimne)/cigarette per day) Analytical Lab; Harrogate 




Male 



Female 


Timepoint 

_Statistic 

_Smokers 

_ Ncm-Smokers _ 

P-value* 

Smokers 

Non-Smokers 

P-value’ 

Week! 

N 

MEAN.GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

0.825,0.415 

1.4884, 0.3508 

0.411 

0.047, 6 592 

0.047,6.592 

0/0 


NA 

32 

0.679,0.517 

0.5367,0.0949 

0.554 

0.119, 2.215 
0.149,2.078 

0/0 


NA 

week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLCyALQ Values 

IS 

1.223,0.416 

3.3696,0.7942 

0.398 

0.030,14.690 
0.030,14.690 

Cl/0 


NA 

31 

0.667, 0.527 

0.4562. 0.0819 

0.540 

0.129, 1.909 

0.142, 1.721 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

17 

0.688, 0,476 

0.6579,0.1596 

0.599 

0.011,3.099 

0.011,3.099 

0/0 


NA 

29 

0722. 0 546 
0.6568,0.1220 

0.544 

0177. 3.292 

0.201, 1.821 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

IS 

0.904,0.454 
1.8194,0.4288 

0.493 

0.029, 8.127 

0.029, 8.127 


NA 

37. 

0.703,0.563 

0.5114,0.0904 

0.593 

0.190,2.472 

0.199, 1.767 


NA 


NOTE: Values listed were normalized by talcing the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 .234'will be used as '1 234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparistm Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by I imepoint and Overall 

(Page 39 of 264) 


Biomarker: Cotinine (ng/mL) Analytical l.ab: Harrogate 



Male 



Female 


Time point Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Smokers 

Non-Smokers 

P-value' 

Week I N 

18 

30 

<.0001 

32 

35 

<.0001 

MEAN, GEO MEAN 

1001.8, 749.5 

2.3, 1.5 


1044.9, 767,0 

1.2,1.1 


SD, SE 

574.80, 135.48 

2.91,0.53 


650 99, 115.08 

0.69,0.12 


MEDIAN 

925.7 

1.0 


911.1 

10 


MIN. MAX 

19.0,2263.4 

1.0,14.1 


18.2,2626.8 

1 0,4 8 


}%, 95% 

19.0.2263.4 

1.0,10.0 


226.0,2534.2 

1.0,2.2 


# of BLQ/ALQ Values 

0/0 

19/0 


0/0 

30,0 


Week 2 N 

18 

30 

<.0001 

31 

35 

<0001 

MEAN, GEO MEAN 

1183.3, 837.6 

2.7, 1.6 


1138.3,880.3 

1.2,1.1 


SD. SE 

626.79, 147.74 

4.14,0.76 


877.59, 157.62 

0.40,0.07 


MEDIAN 

1065.2 

1.0 


975.4 

1.0 


M[N, MAX 

15.5,2343.3 

1.0,20.8 


81.5,4778.6 

1.0,2.5 


5%, 95% 

15.5.2343.3 

1.0,11.7 


221.4,2646.6 

1.0,2.4 


ff of BLQ/ALQ Values 

0/0 

18/0 


0/0 

29/0 


Week 3 N 

17 

30 

<.0001 

29 

35 

<-0001 

MEAN, GEO MEAN 

1107.1, 728.7 

11,1.4 


1068.7, 908.3 

1.1,(-0 


SD, SE 

744.03, 180.45 

3.49,0.64 


570.14, 105.87 

0.46,0.08 


MEDIAN 

844.3 

1.0 


1005.9 

1.0 


MIN, MAX 

6.1,2858.1 

1.0,19.9 


121.1,2580.2 

1.0,3.7 


5%. 95% 

6.1,2858.1 

1.0,5.3 


311.8,2101.4 

1.0,1.2 


# of BLQ/ALQ Values 

0/0 

18/0 


0/0 

32/0 


Overall* N 

18 

30 

<0001 

32 

35 

<0001 

MEAN, GEO MEAN 

1101.6. 829.0 

2.3. 1.6 


1062.8, 856.8 

1.1,1.I 


SD, SE 

549.70, 129.57 

2.96,0.54 


659,30, 116.55 

0.42,0.07 


MEDIAN 

1065.0 

1.1 


914.3 

1.0 


MIN. MAX 

13.5,1962.5 

1,0.13,9 


73.6.3090.2 

1.0, 2.8 


5%, 95% 

13.5, 1962.5 

1.0,10.6 


275.9, 2617.9 

1.0, 2.7 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g, ’<1.234’will be used as T.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


i 
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Table 14.2.2 -2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bicmarkcrs of Exposure by Timepirint and Overall 

(Page 40 of 264) 


Biomarker: Corininc (nmoI/L) _ Analytical Lab: Harrogate 


Timcpoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value" 

Week! 

N 

18 

30 

^.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

5685.4,4253.4 

12.8.8.8 


59.30.1,4466.2 

6.8. 6,3 



SD.SE 

3262.01,768.86 

16.53,3.02 


3694.37,653.08 

3.89,0.66 



MEDIAN 

5253.1 

5.7 


5170.2 

5.7 



MIN, MAX 

107.8, 12844.8 

5.7, 80.0 


103.3, 14907.1 

5.7,27.2 



5%. 95% 

107.8, 12844.8 

5.7,56.8 


1282.6,14381.5 

5.7, 12.5 



U of BLQ/ALQ Values 

0/0 

1WQ 


0/0 

30/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

6715.1,5037.2 

15.3,9.3 


6459.7,4995.6 

66,6.4 



SD.SE 

3557.04.83840 

2349.4.29 


4980.33, 894.49 

2.24,0.38 



MEDIAN 

6045.1 

5.7 


5535.4 

5.7 



MIN, MAX 

88.0, 13298.2 

5.7,118.0 


462.5,27118.6 

5.7,14.2 



5%, 95% 

S8.0,13298.2 

5.7, 66.4 


1256.4, 15019.5 

5.7,13.6 



tt of BLQ/ALQ Values 

0/0 

18/0 


0/0 

29/0 


Week 3 

N 

17 

30 

<0001 

7.9 

35 

<0001 


MEAN. GEO MEAN 

6282.8,4135.0 

11.7,8.0 


6064.6,5154.5 

6.2,6.0 



SD.SE 

4222.34,1024.07 

19,79.3.61 


3235.56.600.83 

2,59,044 



MEDIAN 

4791.4 

5.7 


5708.5 

5.7 



MIN, MAX 

34.6, 16219.7 

5.7, 112.9 


687.2, 14642.6 

5.7,21.0 



5%, 95% 

34.6, 16219.7 

5.7, 30.1 


1769.5, 11925.4 

5.7, 6.8 



# of BLQ/ALQ Values 

0/0 

18/0 


0/0 

32/0 


Overall’ 

N 

18 

30 

<.0001 

32 

35 

<.000! 


MEAN. GEO MEAN 

6251.7,4705.3 

13.3,9.2 


6031.5,4862.6 

6.5,6.3 



SD, SE 

3119.51,735.28 

16.80, 3.07 


3741.56,66142 

2.38,0.40 



MEDIAN 

6043.6 

6.4 


5188.9 

5.7 



MIN, MAX 

76.8, 11137.0 

5.7, 78.7 


417,7, 175.17.1 

5.7. 15.9 



5%, 95% 

76.8, 11137.0 

5.7,60.2 


1566.0, 14856,4 

5.7,15.5 



* P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across Subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<] .234’will be used as ’1,234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 41 of 264) 


fitomarker Cot mine (Xng/mLV-cigarette per da y) Analytical Lab: Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smoke re 

Non-Smokere 

P-value* 

Week 1 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

74.8,59.1 



74.2,59.6 




SD, SE 

53.02,12.50 



52.55,9.29 




MEDIAN 

59.0 



58.2 




MIN. MAX 

6.3. 200.9 



9.1.262.7 




5%. 95% 

6.3, 200.9 



15.1,162.2 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

IS 


NA 

31 


NA 


MEAN, GEO MEAN 

116.5, 70.3 



87.7,71.8 




SD, SE 

185.29, 43.67 



61.81,11.10 




MEDIAN 

72.0 



67.8 




MIN, MAX 

52, 843-9 



22.1,294.1 




5%. 95% 

52, 843.9 



30.9,238.9 




#of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

108.7,68.5 



80.3,65.7 




SD. SE 

127.80.31.00 



61.09.11.34 




MEDIAN 

68.5 



62.0 




MIN, MAX 

2.0,571.6 



20.8,322.5 




5%. 95% 

2.0, 571.6 



29.5,175.1 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

99.2, 68.4 



80.5, 67.6 




SD, SE 

115.70,27.27 



54.54,9.64 




MEDIAN 

65,7 



63.1 




MIN. MAX 

4.5, 538.8 



19.3, 293.1 




5%, 95% 

4.5, 538.8 



31.8, 161.5 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

* P-vxlite from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '< 1,234’will be used as ’1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 42 of 264) 


Bio-marker: Cotinine ((nmoI/LVcigarette per day) Analytical Lab: Harrogate 


Timeooint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

424.5,335.2 



421 2,338.2 




SD, SE 

300.93,70.93 



298.22, 52.72 




MEDIAN 

334 6 



330.1 




MIN. MAX 

35.9.1 M0.3 



51 7,1490.7 




5%, 95% 

35.9,1140.3 



85 7, 920.5 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

661.1,399.0 



497.6,407.4 




SD. SE 

1051.52,247.85 



350.77, 63.00 




MEDIAN 

408,4 



385.0 




MIN, MAX 

29.3,4789.2 



125.6,1668.8 




5%, 95% 

29.3,4789.2 



175.5, 1355.9 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

616.9,388.9 



455.8, 372.9 




SD, SE 

725.28,175.91 



346.75.64.39 




MEDIAN 

388.5 



352.1 




MIN. MAX 

11.5,3243.9 



118.0,1830.3 




5%. 95% 

11.5,3243.9 



167.4,993.8 




n of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN. GEO MEAN 

562.7.388.1 



456.8.383.6 




SD, SE 

656.63,154.77 



309.55, 54.72 




MEDIAN 

372.5 



3580 




MIN, MAX 

25.6,3057.8 



109,8, 1663.3 




5%, 95% 

25.6,3057.8 



t80.6, 916.8 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of (he quantification (e.g., ’<1.234’will be used as ’! .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 43 of264) 


Biornarker: Cotinine-N-g!ucuronide (nmol/Ll Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Smokers 

Non-Smokers 


Week 1 

N 

MEAN, GEO MEAN 

SO. SE 

MEDIAN 

MIN, MAX 

5%, 93% 

# of BLQ/ALQ Values 

18 

12775.686,5928,173 
15906.049S, 3749.0918 

6149.147 

71.505.58435.475 

71.505.58435.475 

0/0 

30 

12.447, NA 
24.9151,4.5490 

2.554 

0.000, 121.445 

0.000, 49.373 

19/0 

<.0001 

32 

11946.851,6284.199 

12768.6173,2257.1940 

6802 623 

103.285.57183.003 

193.518,41739.058 

0/0 

35 

3.616, NA 

7.5616,1.2781 

0.000 

0.000,31.780 

0.000,23.268 

30/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

It of BLQ/ALQ Values 

16 

12429.228, 6666.938 
14017.9902, 3304.0720 

8346.791 

73.775, 60546.008 

73.775, 60546.008 

0/0 

30 

14.169, NA 
24.9605,4.5571 

2.554 

0.000, 92.503 

0.000, 71.505 

18/0 

<0001 

31 

15118.109,8074.155 

16526.0875,2968.1729 

6741.333 

286.588,77152.193 

310.423,42263.995 

0/0 

35 

4.232, NA 

7.1484, 1.2083 

0.000 

0.000, 24.970 

0.000, 20.430 

29/0 

<-0001 

Week3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

3%, 93% 

# of BLQ/ALQ Values 

17 

9575.361,5758.281 

7119.6849,1726.7772 

8817.815 

81.153, 23770.305 

81.153, 23770.305 

0/0 

30 

8.929. NA 
16.0375,2.9280 

1.987 

0,000,78.883 

0.000,36.320 

18/0 

<.0001 

29 

12155.165,7318.112 

10191.6726,1892.5461 

8595.355 

160.035,37456.135 
y00.623,29846.528 

0/0 

35 

2.659, NA 

6.5387, 1.1052 

0.000 

0.000,28.943 

0.000,19.863 

32/0 

<.0001 

Overall" 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

11720.704, 6790.708 
10966.1100.2584.7369 

9090.310 

73.478, 44996.319 
75.478,44996.319 

30 

11.848, NA 
18.0395,3.2936 

4.351 

0.000, 74.910 

0.000, 52.400 

<.0001 

32 

12733.509.7363.967 

12218.3039,2159.9114 

7428.198 

221.325,53864.641 
430.165,31626.019 

35 

3.502, N A 

6.1746, 1,0437 

0.568 

0.000. 23.268 

0.000, 23.079 

<0001 


' P-value from Wilcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as’1.2341% the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2,2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 44 of 264) 


Biomaiker: Cotinine-N-alucuronide ((nmol/LVcigarette per day) _ Analytical Lab: Harrogare ----—.. 

_Male_____ Femak 




Smokers 

Non-Smokers 

P-valuc‘ 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

IS 

810.916, 467.157 
921.7349, 2if.2550 

456.287 

23.835, 3712.490 

23.835, 3712.490 

0/0 


NA 

32 

734.934,475.851 
688.4226, 121.6971 

586.977 

51.643, 2599.227 
64.506,2470.157 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDL4N 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

850.290,528.079 
723.5844, 1705505 

793.291 

24.592,2367.300 
24.592,2367.300 

0/0 


NA 

31 

1034.785, 658.445 
992.6234,178.2804 

590.995 

103.474, 3857.610 
126.571,3761.075 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

949.137,541.612 
1090.5024.264 4857 
533.582 

27.051,3961.718 

27.051,3961.718 

0/0 


NA 

29 

826.740. 529.423 
717.1538, 133.1721 

606.714 

32.007.2846.864 

100.391, 2497.076 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

866.997,562 016 
720.6777, 169.8654 

667.112 

25.159, 2522.024 
25.159,2522,024 


NA 

32 

862.992, 577.351 
745.8771, 131.8537 

598.097 

66.662, 3026.0.32 

128.640,2758.029 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly 9urvey for the corresponding week. 

1 P-value from Wilcoxon rank-sum lest. , , . 

■ Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234'will be used as T .234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-IIour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 45 of 254} 


Rinnwrlf^r rTimoL , 24hi') Analytical Lab: Harrocate .. _____— ...-—- 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Rvalue’ 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

IS 

17099.631,9702.851 

16437.8673, 3874.4425 

14284.827 

100.822.68661.683 
100.822,68661683 

0/0 

30 

18.077, NA 

31.125S, 56827 

2645 

0.000,106.872 

0.000,106.084 

19/0 

<0001 

32 

17856.776, 11002.526 
14914.8964. 2636.6061 
13051.204 

284.034, 60518.854 
561.202,52173.823 

0/0 

35 

7.214, NA 
17.8516.3.0175 

0.000 

0.000, 75.621 

0.000, 72.395 

30/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft ofBLQ/ALQ Values 

18 

15578.821,9437.531 

12680.2255, 2988.7578 

14129.657 

66.398,54491.407 

66.398,54491.407 

0/0 

30 

23.010, NA 

43.7941, 7.9957 

2.566 

0.000,203.789 

0.000,103.001 

18/0 

<.0001 

3! 

19594.105, 13152 196 

15548 2161.2792.5421 
14973.828 

453.218, 68665.452 
523.023, 55851.960 

0/0 

35 

8.773. NA 
15.3683,2.5977 

0.000 

0.000, 54.934 

0.000,44.129 

29/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft OfBLQ/ALQ Values 

17 

17262.7)7,9735.883 
13557.2368. 3288.1129 

14321.885 

85.048.48342.568 

85.048,48342.568 

WO 

30 

15 560, NA 
27.1386,4.9548 

3388 

0.000,105.328 

0.000, 102.548 

18/0 

<.0001 

29 

38129,673,12558.609 
11936.9451,2216.6351 
17400.969 
224.049,48692.976 
1675.159, 37176.403 

0/0 

35 

5.147, NA 
13.0225,2.2012 

0.000 

0.000,52.637 

0.000,50.216 

32/0 

<.0001 

Overall 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

16709630. 10031.393 
13467.4893,3174.3177 

16733.542 

84.089,57165.219 

84.089,57165.219 

30 

18.882, NA 

29.3085, 5.3510 

4.780 

0.000,104.966 

0.000, 97.288 

<.0001 

32 

18082.402, 12337.082 
13234.2559,2339.5080 
15450.516 

412.823,46589.501 
827.405,46579.291 

35 

7.045, NA 

13.1343, 2.2201 

0.499 

0.000, 48.839 
0.000,42.815 

<0001 


* P-value from Wilcoxon rank-sum test. 

■ Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values 
of the quantification (e.g., 'c 1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


does not apply as the BLQ/ALQ values were converted to the limit 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure- by Timepoint and Overall 

(Page 46 of 264) 


Biomarker: Cotinine-N-elucuronide {fnmoL / 24hrVcigarette per day) 

Analytical Lab: Harrogate 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ values 

18 

1093.850,764.612 

885.5225,208.7197 

830.688 

33.607.3229.867 

33.607, 3229.867 

0/0 


NA 

32 

1145.880, 833.131 

1096 2961, 193 7996 

855.081 

90.023,6051.885 
142.017,3069.048 
»0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

of BLQ/ALQ Values 

18 

1075.089, 747.534 
811.5326,191.2801 
860.829 

22.133,3361.488 

22.133, 3361.488 

0/0 


NA 

31 

1451.953, 1072.558 
1335.1913,239.8074 

1020.252 

151.073, 6205.773 

443.000, 4389.603 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

» of BLQ/ALQ Values 

17 

1362.232.915.736 

1000.7132,242.7086 

1273.684 

28.349, 4080.569 

28.349,4080.569 

0/0 


NA 

29 

1216.198,908.543 

847.6669, 157.4078 

995.011 

44 810,3246.198 
196.849,3033.231 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

1169.703,839.791 
760.8145, 179.3257 
909.152 

28.030, 2578.398 

28.030, 2578.398 


NA 

32 

1238.057, 971.106 

1006.9520,178.0057 

922.614 

127.650, 5059.513 

273.448, 2748.884 


NA 

NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 


of the quantification (e.g„ T <1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


i 


Draft 1 r 24 July 2002 


Page 634 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 




PM3006439215 





RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokere anti Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 47 of 264) 


Biomarker: Cotlnine-N-gluemti tilde (mnol/mg Creatinine) Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokeis 

P-vahie* 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

3%, 95% 

# of BLQ/ALQ Values 

IS 

11.128,7.340 

7.4252, 1.7501 

10.6S2 

0.095,27.231 

0.095,27.231 

0/0 

30 

0.011,NA 
0.0210,0.0038 

0.002 

0.000.0.075 

0.000,0.066 

19/0 

<.0001 

32 

14,577,9.595 

10.3373, 1.8274 

14.598 

0.236,37.108 

0.507,36.704 

0/0 

35 

0.006, NA 
0.0136.0.0023 

0.000 

0.000, 0.055 

0.000,0.049 

30/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

10.408, 6.935 

6.8410,1.6124 

10.268 

0.074,26.176 
0.074,26.176 

0/0 

30 

0.016, NA 
0.0371,0.0068 

0.002 

0.000,0.195 

0.000, 0.058 

18/0 

<.0001 

31 

15.196, 10.444 
11.8468,2.1277 

13.259 

0.392,53,877 

0.522, 38.730 

0/0 

35 

0.007, NA 
0.0122,0.0021 

0.000 

0.000, 0.045 

0.000, 0.039 

29/0 

<000J 

Week 3 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It of BLQ/ALQ Values 

17 

11.268,7.027 

7.7146, 1.8711 

9.472 

0.075, 22,527 

0.075,22.527 

0/0 

30 

0.008. NA 
0.0151,0.0028 

0,002 

0.000,0.060 

0.000,0.057 

18/0 

<0001 

29 

15.296, 10.711 
11.2894,2.0964 

14,211 

0.264, 49.743 
1.668.40.962 

0/0 

35 

0.005, NA 

0.0138, 0.0023 

0.000 

0.000,0,067 

0.000,0.035 

32/0 

<0001 

Overall' 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

10,959.7.253 

7.0907,1.6713 

11.094 

0.081.23.794 

0.081,23.794 

30 

0.012. NA 

0.0208,0,0038 

0.002 

0.000,0,091 

0.000,0.061 

<0001 

32 

14.900. 10.481 

10.5712, 1.8687 

14.601 

0.388,38.906 

0.809, 38.799 

35 

0.006. NA 
0.0119,0.0020 

0.000 

0.000, 0.049 

0.000, 0.038 

<0001 


' P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification fe.g.. N1.234’willbeusedas ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 48 of264) 


Biomaricen Cotinine-N-filucuroiiide ((nmol/mg Creatinine Vcicarette per day) 

Analytical Lab: Harrogate 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

0.885.0.579 

0.8592.0.2025 

0.503 

0.032.2.946 

0.032, 2.946 

0/0 


NA 

32 

0.918. 0.727 

0.6984, 0.123S 

0.761 

0.118,3.670 

0.169,2.137 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

0.955, 0.550 

1.4836,0.3497 

0.550 

0.025,6.653 

0.025, 6.653 

0/0 


NA 

31 

1.108,0.852 

0.9291,0.1669 

0.839 

0.131,4.303 

0.403,2.843 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

U of BLQ/ALQ Values 

17 

D.9SO, 0.661 

0.8366,0.2029 

0.722 

0.025, 3.082 

0.025, 3.082 

0/0 


NA 

29 

1.069, 0.775 

1.0407.0.1933 

0.772 

0.053,5.120 
0.209.3.316 

04) 


NA 

Overall* 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

0.933,0.611 

0.9816,0.2314 

0.617 

0.027,4.227 

0.027,4.227 


NA 

32 

1.044.0.824 
0.8336,0.1474 

0 830 

0.118,4.364 

0.325,2.594 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as ’1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 49 of 264) 


Biomarken Nicotine (pg/24hr) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Male 

Non-Smokers 

P-value’ 

Smokers 

Female 

Non-Smokers 

P-value" 

week 1 

N 

MEAN, OEO MEAN 
SD, SE 

MEDIAN 

MIN. MAX 

3%, 95% 

» of BLQ/ALQ Values 

IS 

1685.189,1137.843 

1101.8218,259.7019 

1444394 

18 048,3521.714 

18.048,3521.714 

0/0 

30 

7.867,2.456 

19.3657, 3.5357 

1.619 

0.530,93.100 
0.780,58.311 

18/0 

<.0001 

32 

1778.702,1034.077 
1601.2984.283.0722 

1281.883 

76.527, 5245.860 

83.814, 5088.650 

0/0 

35 

2.202,1 896 
1.5415,0.2606 

1 900 

0.570, 9.792 

0.800, 3.350 

33/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

16 

1746.577,1234.839 

992.7277,233.9882 

1592.530 

10.980,3494.785 

10.980,3494.785 

0/0 

30 

12.592,2.332 

54 8383,10 0121 

1.680 

0.625, 302.670 

0.815,12.512 

22/0 

<.0001 

31 

1840.681, 1134.230 
1545.7478,277 6245 
1490.076 

81.312, 5904.527 

94.792, 4764.320 

0/0 

35 

2.299, 2.000 

1.4079, 0.2380 

2.150 

0.660, 8.514 

0.750,4.585 

32/0 

<.0001 

Week 3 

N 

MEAN. GEO MEAN 
SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

2172.224, 1008.701 
2176.7037,527.9282 
1269.580 

5.450. 6614.080 

5.450, 6614,080 

0/0 

30 

2.702,2.114 

2.5477,0.4651 

1.900 

0.750,13.650 

0.750, 7.259 

23/0 

<.0001 

29 

1952.179, 1443.640 
1234.0737,229.1617 
1954.260 

55.800,4262.175 
417.200,4138.428 

0/0 

35 

2.116, 1.974 
0.8139,0.1376 

2.030 

0.940,4.740 

0.990, 3.350 

34/0 

<.0001 

Overall' 

N 

MEAN, GEO MEAN 
SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

1878.760,1253.987 
11666214,274.9753 
1786.222 
11.493,3792.219 
11.493,3792.219 

30 

7.721,2.668 

22.2784,4.0675 

1.863 

0.793,121.310 
0.865,33.074 

<.0001 

32 

1799.419,1211 436 
1353.6781,239.2087 
1574.517 

85.660,4824.538 
130.092,4299.995 

35 

2.206,2.011 

09890,0.1672 

2.150 

0.967, 3.163 

0.980, 4.270 

<0001 


a P- value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as r l .234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Time-point and Overall 
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Biomarker: Nicotine (nmol/24hr) Analytical Lab: Harrogate 





Male 



Female 


Timepaint 

Statistic 

Smokers 

Non-Smokers 

P-vahie' 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# ofBLQ/ALQ Values 

18 

10389.190,7014.802 
9792.7315, 1601.0622 
8903.456 

111.266.2(711.367 
111.266,21711.367 

0/0 

30 

48.501, 15.139 
119.3893,21.7974 

9.978 

3.267.573.962 

4.809, 359.487 

18/0 

<0001 

32 

10965.699,6375.083 
9872.0048, 1745.1404 
7902.809 

47 L789. 32340.727 
516.713, 31371.527 

0/0 

35 

13.578, 11.689 

9.5034, 1.6064 

11.714 

3.514, 60.368 

4.932,20.653 

33/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# ofBLQ/ALQ Values 

18 

10767.648, 7612.786 
6120.1664,1442.5371 
9817.948 

67.692,21545.350 
67.692,21545.350 

0/0 

30 

77.631. 14.378 
338.0780,61.7243 

10.357 

3.853, 1865.961 

5.024,77.136 

22/0 

<0001 

31 

11347.798,6992.529 
9529.5349,1711,5550 
9186,319 

501.288,36401.409 
584.393, 29372.033 

0/0 

35 

14.176, 12.327 
8.6798,1.4671 

13.255 

4.069,52.489 

4 624,28.267 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# ofBLQ/ALQ Values 

17 

13391.759,6218.636 

13419.3783,3254.6773 

7826.961 

33.599,40775.803 

33.599,40775.803 

0/0 

30 

16.659, 13.035 

15.7067.2.8676 

11.714 

4.624, 84.152 

4.624,44.752 

23/0 

<.0001 

29 

12035.184, 8900.039 
7608.0647,1412.7821 
12048.013 

344.007, 26276.309 
2572.038,25513.409 

0/0 

35 

13.046,12.167 

5.0180, 0.8482 

12.515 

5.795,29.222 
6.103,20.653 

34/0 

<.0001 

Overall* 

N 

MEAN. GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

11582.557,7730.816 
7192.2206, 1695.2226 
11012.056 

70.852, 23379.028 

70.852, 23379.028 

30 

47.597, 16.446 

137.3465,25.0759 

11.484 

4.891,747.878 

5.331,203.904 

<.0001 

32 

11093.418.7468.500 
8345.4257,1475.2768 
9706.899 

528.091,29743.402 

802.015, 26509.469 

35 

13,600.12.399 

6.0976,1.0307 

13.255 

5.960.31.832 

6.042, 26.323 

<0001 


1 P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the resulLs across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BI .Q/AT .Q values were converted to the limit 
of the quantification (e.g., *<1.234’ will be used as 1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Tirnepoim and Overall 
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Biomaricer: Nicotine ((pg/24hryciaarette per day) Analytical Lab: Harrogate __________ _ 

____ Wale _______ Fem a le ____ 

Timepoinl _ Statistic _ Smokers _ Non-S mokers__ P-vaiue 1 _ Smokers _ Non-Srookere _ P-value 11 


Week I 

N 

18 

NA 

32 

NA 


MEAN, GEO M LAN 

134,044, 89.665 


107.059. 78.302 



SD.SE 

131.8900,31.0868 


82.0618,14.5066 



MEDIAN 

114.896 


86.057 



MIN, MAX 

6 016, 690,746 


14.337,363.475 



5%, 95% 

6.016,590.746 


16.763, 244.020 



# Of BLQ/ALO Values 

0/0 


0/0 


Week 2 

N 

18 

NA 

31 

NA 


MEAN, GEO MEAN 

196.148,97.810 


129.311,92.496 



SD.SE 

390.9936,92.1581 


102.5182, 18 4128 



MEDIAN 

100.419 


85.370 



MIN, MAX 

3.660,1747.393 


16.262, 376.716 



5%, 95% 

3.660, 1747.393 


16.394,360.360 



# of BLQ/ALQ Values 

0/0 


0/0 


Week 3 

N 

17 

NA 

29 

NA 


MEAN, GEO MEAN 

142.448,94877 


131.410,104.439 



SD, SE 

96.6999, 23.4532 


87.7583.16.2963 



MEDIAN 

145.831 


107.140 



MIN, MAX 

1.817,376.203 


13.950,422.898 



5%. 95% 

1817,375.203 


29233.275.895 



It Of BLQ/ALy Values 

0/0 


(V0 


Overall’ 

N 

18 

NA 

32 

NA 


MEAN, GEO MEAN 

157.245, 104.761 


119.177.97.804 



SD.SE 

181.1319,42.6932 


75.5788,13.3606 



MEDIAN 

121.480 


96.236 



MIN, MAX 

3.831, 849.365 


22.234, 287.989 



5%, 95% 

3.831. 849.365 


40.787,281.914 



NOTE: Values listed were normalized by taking the original btomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

# P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234 T will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Nicotine ((nmo l/24hrVci garette per day ) _ Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-valuc’ 

Week 1 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

826.379,552.787 

813.1014,191.6498 

708.333 

37.089,3641.947 

37.089,3641.947 

0/0 


NA 

32 

660.019.482.733 
505.9107.89.4332 

530.544 

$8.388,2240.823 

103.343,1504.383 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1209.249,602.998 

2410.4749,568.1544 

619.084 

22.564,10772.675 

22.564,10772.675 

0/0 


NA 

31 

797.203, 570.239 
632-0241, 113.5149 

526.308 

100.258,2322.453 

101.072,2221.619 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

878.195,584.913 

596.1545, 144.5887 

899.047 

11.200,2319.289 

11.200,2319.289 

0/0 


NA 

29 

810.142, 643.866 

Ml .03%, 100-4669 

660.518 

86.002,2607.168 

180.219, 1700.894 

0/0 


NA 

Overall 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

969.418, 645.850 
1116.6774,263.2034 
748.925 

23.618, 5236.332 
23.618,5236.332 


NA 

32 

734.727,602.959 
465.9432, 82.3679 

593.294 

137.071,1775.452 

251.451,1737.999 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
J P-value from Wilcox on rank-sum test. 


| * Overall values calculated by first averaging the results across visits within a Subject, theit calculating the descriptive Statistics across Subjects. Count Of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Nicotine (ug/muCreatinine) 

Analytical Lab: Harrogate 






Timetioinc 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 

Non-Smokers 

P-v»lue' 

Week I 

N 

IS 

30 

<.0001 

32 

35 

<.0001 


MEAN, CEO MEAN 

1.564,0.861 

0.005, NA 


1.543,0.902 

0.002, NA 



SD.SE 

1.9898,0.4690 

0.0106, 0.0019 


1.4185,0.2508 

0.0022, 0.0004 



MEDIAN 

1.038 

0.001 


1.072 

0,002 



MIN, MAX 

0 017, 8.892 

0.000, 0.044 


0.050,5.613 

0.000, 0.014 



5%, 95% 

0.017,8.892 

0.000,0.041 


0.071,5.001 

0.001,0.003 



# of BLQ/A LQ Values 

0/0 

18/0 


0/0 

33/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

1.463,0.906 

0.011,NA 


1.458,0.901 

0.002, NA 



SD.SE 

1.5262, 0.3597 

0.0525, 0.0096 


1.3118,0.2356 

0.0014, 0.0002 



MEDIAN 

1.135 

0.001 


1.262 

0.002 



MIN, MAX 

0.012,6.916 

0.000,0.289 


0.064, 5.630 

0.000, 0.008 



5%, 95% 

0.012,6.916 

0.000, 0.014 


0.071,4.633 

0.001, 0.004 



# of BLQ/ALQ Values 

(VO 

22/0 


0/0 

32/0 


Week 3 

N 

17 

30 

<,0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

1.302,0.730 

0.001, NA 


1.667, 1.232 

0.002,0.002 



SD.SE 

1.1591,0.2811 

0.0015, 0.0003 


1.1687.0,2170 

0,0010,0.0002 



MEDIAN 

1.218 

0.001 


1.493 

0.002 



MIN, MAX 

0.005,4.246 

0.000,0.008 


0.056,5.060 

0.001, 0.005 



5%. 95% 

0.005,4.246 

0.000, 0.003 


0.357.4.177 

0.001,0.004 



# Of BLQ/ALQ Values 

(VO 

23/0 


0/0 

34/0 


Overall* 

N 

18 

30 

<.0o0l 

32 

35 

<.0001 


MEAN, GEO MEAN 

1 477, 0.920 

0,006, NA 


1.547,1.032 

0.002. NA 



SD, SE 

1.3164,0.3103 

0.0201,0.0037 


1.2482,0.2207 

0.0013,0.0002 



MEDIAN 

1.237 

0.001 


1.362 

0.002 



MIN, MAX 

0.011,5.866 

0.000,0.111 


0.061,5.434 

0.000, 0.007 



5%, 95% 

0.011,5.866 

0.000,0.015 


0.119,4.066 

0,001, 0.004 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects- Count ofBLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


! 
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Statistical Comparison Between Smokens and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepotm and Overall 
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Biomaiken Nicotine (nmol/mg Creatinine) _ Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

3%, 95% 

# of BIQ/AIQ Values 

IS 

9.640, 5.307 
12.2671,2.8914 

6.396 

0.105,54.819 

0.105, 54,819 

0/0 

30 

0.028, NA 

0.0654, 0.0119 

0.006 

0.000, 0.271 

0.000,0.253 

18/0 

<.0001 

32 

9.514,5.558 

8.7453, 1.5460 

6.606 

0.308.34.604 

0.438,30.831 

0/0 

35 

0.012, NA 

0.0135, 0.0023 

0.012 

0.000, 0.086 
0.006,0.018 

33/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

9.017,5.588 

9.4091,2.2178 

6.994 

0.074,42.637 

0.074,42.637 

0/0 

30 

0.070, NA 
0,3236,0.0591 

0.006 

0.000,1.782 

0.000,0.086 

22/0 

<.0001 

31 

8.986, 5.553 

8.0873.1.4525 

7.780 

0.395,34.709 

0.438,28.562 

0/0 

35 

0.012, NA 

0.0088, 0.0015 

0.012 

0.000, 0.049 

0.005, 0.025 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

tf of BLQ/ALQ Values 

17 

8.580, 4.502 

7.1459.1.7331 

7.509 

0.031,26.177 

0.031,26.177 

0/0 

30 

0 009, NA 
0.0089.0.0016 

0.006 

0.000,0.049 

0.000.0.01 S 

23/0 

<.0001 

29 

10.277, 7.593 

7,2053. 1.3380 

9.204 

0.345,31.195 

2.201,25.751 

0/0 

35 

0.012, 0.010 

0.0062. 0.0010 

0.012 

0.006,0.031 

0.006, 0.025 

34/0 

<.0001 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

9,107.5,684 

8.1155,1.9128 

7.627 

0.070,36.164 

0.070,36.164 

30 

0.036, NA 
0,1234,0.0225 

0.007 

0.000,0.682 

0.002, 0.094 

<.0001 

32 

9.537. 6.362 

7.6954,1.3604 

8.394 

0.373,33.503 

0.734, 25.067 

35 

0.012, 0.010 

0.0073, 0.0012 

0.010 

0.002. 0.041 

0.006, 0.025 

<.0001 


* P-value from Wikoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’< 1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biotnarircr: Nicotine (fug/mg Creaiinineyclcsretle per day) Analytical Lab: Harrogate 

Male 



Female 


Timepoint Statistic S mot ere Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value* 


Week! 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0.176,0.068 


0.091,0.068 


SD, SE 

0.4043,0.0953 


0.0629,0.0111 


MEDIAN 

0.074 


0.069 


MIN. MAX 

ODOfi. 1 .778 


0.011,0.251 


5%, 95% 

0.006, 1.778 


0014,0.187 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN. GEO MEAN 

0.262,0.072 


0.102,0.074 


SD, SE 

0.7989,0.1883 


0.0764,0.0137 


MEDIAN 

0.062 


0 065 


MIN. MAX 

0.004.3.458 


0.013.0.250 


5%, 95% 

0.004,3.458 


0.013,0.244 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

0.105,0.070 


0.112,0.089 


SD, SE 

0.0828,0.0201 


0.0733,0.0136 


MEDIAN 

0.094 


0.09U 


MIN, MAX 

0.002,0.358 


0.014,0,287 


5%, 95% 

0.002,0.358 


0.028.0.255 


# of BLQ/ALQ Values 

0/0 


wo 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0 180,0 078 


0.101,0.083 


SD, SE 

0.4224,0.0996 


0.0618, 0,0109 


MEDIAN 

0.081 


0.079 


MIN, MAX 

0.004,1.865 


0.016,0.228 


5%, 95% 

0.004,1.865 


0.027,0.227 


NOTE: Values listed were normalized by taking the original biomerker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<1.234' will be used as '1234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Nicotine ((nmolytng Great inmeycigarette per day) Analytical Lab: Harrogate 

Male 




Female 

Timcpoint Statistic Smokers Non-Smokers 


P-value 1 

Smokers 

Non-Smokers 


P-value 1 


Week 1 

N 

IS 

NA 

32 


MEAN, GEO MEAN 

1.084,0.418 


0.558.0.421 


SD, SE 

2.4930,0.5876 


0.3876.0.0685 


MEDIAN 

0.452 


0.427 


MIN, MAX 

0.035. 10.964 


0.067,1 550 


5%, 95% 

0.035, 10.964 


0.088,1.153 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

Jl 


MEAN, GEO MEAN 

1.617.0.443 


0.628, 0.453 


SD, SE 

4.9253, 1.1609 


0.4711.0.0846 


MEDIAN 

0.382 


0.401 


MIN, MAX 

0,025.21,319 


0.078,1.541 


5%. 95% 

0.025,21.319 


0.079, 1.504 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

0.646, 0.423 


0.692, 0.549 


SD, SF, 

0.5108, 0.1239 


0.4520.0.0839 


MEDIAN 

0.581 


0.557 


MIN, MAX 

0.010,2.207 


0.086, 1.771 


5%, 95% 

0.010,2.207 


0.171,1.570 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall 1 

N 

18 

NA 

32 


MEAN, GEO MEAN 

1.112, 0.477 


0.624.0.513 


SD. SE 

2.6039, 0.6138 


0.3811,0.0674 


MEDIAN 

0.500 


0.490 


MIN, MAX 

0.023, 11.497 


0.096,1.408 


5%, 95% 

0.023. 11.497 


0.169,1.399 


NOTE: Values listed were normalized by taking the original biomatker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<l.234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker. Nicotine (ne/mL) Analytical Lab: Harrogate 



Male 



Female 


Timcpoiat Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 N 

IS 

30 

<.0001 

32 

35 

<.0001 

MEAN. CEO MEAN 

1071.6,695.2 

3.4, 1.7 


1181.3,590.6 

1.2,1.1 


SD, SE 

894.09,210.74 

6.00,1.10 


1369.23,242.05 

0.98,0.17 


MEDIAN 

R1D 1 

TO 


597.3 

1.0 


MIN. MAX 

12.8, 3752.0 

1.0,24.5 


32.7.6329.6 

1.0,68 


5%, 95% 

12.8,3752.0 

1.0,20.9 


458,3781.9 

1.0, 1.2 


It of BLQ/ALQ Values 

0/0 

18/0 


on 

33/0 


Week 2 N 

IS 

30 

<.0001 

31 

35 

<,0001 

MEAN, GEO MEAN 

1278.9,872.3 

5.1,1.5 


1226.1,696.3 

1.1, 1.1 


SD, SE 

900.59, 212.27 

19.15,3.50 


1429.99.256.83 

0.58, 0.10 


MEDIAN 

993 7 

1.0 


730.7 

1.0 


min, max 

12.2, 3489.6 

1.0, 106.2 


67.2,6634.3 

1.0,4.3 


5% 95% 

12.2,3489.6 

1.0,5.7 


83.5,4961.8 

1.0,2.1 


It of BLQ/ALQ Values 

0/0 

22/0 


0/0 

32/0 


Week 3 N 

17 

30 

<.0001 

29 

35 

<.0001 

MEAN, GEO MEAN 

1075.5, 596.6 

1.5. 1.2 


1220.1.841.2 

1.0, 1,0 


SD. SE 

898.87,218.01 

1.80,0.33 


965.31,179.25 

0.07,0.01 


MEDIAN 

820.2 

1.0 


1123.3 

1.0 


MIN, MAX 

5.2, 3006.4 

1.0, 10.5 


30.0,3630.2 

1.0, 1.4 


5%, 95% 

5.2, 3006.4 

1.0,4.0 


291.1,3563.7 

1.0, 1.0 


# of BLQ/ALQ Values 

0/0 

23/0 


0/0 

34/0 


Overall* N 

18 

30 

<.0001 

32 

35 

<.0001 

MEAN. GEO MEAN 

1160.2,803.0 

3.3, 1.6 


1171.2,714.3 

1.1, 1.1 


SD, SE 

733.75,172.95 

7.75,1.41 


1158.40,204.78 

0.43,0.07 


MEDIAN 

947.1 

1.0 


705.4 

1.0 


MIN, MAX 

10.1,2449.9 

1.0,42.7 


65.6,5531.4 

1.0, 3.3 


5%, 95% 

10.1,2449.9 

1.0,9.9 


69.4,3012.0 

1.0,2.1 



" P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as '1.234') for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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Biomaiker Nicotine (nmol/'L) _ Analytical Lab; Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-value" 

Week l 

N 

18 

30 

<.0001 

32 

35 

<=.0001 


MEAN, GEO MEAN 

6606.6, 4285.8 

20.9, 10.3 


7282.7, 3641.2 

7.3, 6.6 



SD.SE 

5512.07. 1299.21 

36.96, 6.75 


8441.30,1492.23 

6.03, 1.02 



MEDIAN 

49943 

6.2 


3682.4 

6.2 



MIN, MAX 

78.9.25131.1 

6.2,151.0 


201.6, 39022.0 

6.2,41.9 



5%, 95% 

78.9,23131.1 

6.2,128.8 


282.4, 23315.4 

6.2, 7.4 



# of BLQ/ALQ Values 

0/0 

18/0 


0/0 

33/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

7S84.4.5377.8 

31.2, 9.3 


7559.2,4292.7 

7.0, 6.6 



SD, SE 

5552.14,1308.65 

118.03,21.55 


8815.87,1583.38 

3.58,0.61 



MEDIAN 

6126.2 

6.2 


4504.8 

6.2 



MIN, MAX 

75.2.21513.4 

6.2,654.7 


414.3.40900.5 

6.2,26.5 



5%, 95% 

75.2,21513.4 

6.2,35.1 


514.8, 30589.5 

6.2,12.9 



# of B LQ/ALQ Values 

0/0 

22/0 


0/0 

32/0 


Week3 

N 

17 

30 

■=.0001 

29 

35 

<•.0001 


MEAN. GEO MEAN 

6630.4, 3678-3 

9.3, 7.5 


7522.2, 5186.3 

6.3.6.3 



SD.SE 

5541.54, 1344.02 

11.07, 2.02 


5951.14, 1105.10 

0-41,0.07 



MEDIAN 

5056.5 

62 


6925.1 

6.2 



MIN, MAX 

32.1,18534.5 

6.2,64.7 


185.0,22380.2 

6.2, 8.6 



5%, 95% 

32.1,18534.5 

6.2,24.7 


1794.6,21970.2 

6.2, 6.2 



# of BLQ/ALQ Values 

0/0 

23/0 


0/0 

34/0 


Overall* 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

7152.5, 4949.8 

20.4, 10.2 


7220.5,4403.2 

6.8,6.6 



SD, SE 

4523-60, 1066 22 

47.74, 8.72 


7141.56, 1262.46 

2.61,0.44 



MEDIAN 

5838.7 

6.3 


4348.7 

6.2 



MIN, MAX 

62.1,15HJ3.7 

6.2,263.2 


404.2,34100.9 

6.2,20.3 



5%, 95% 

62.1,15103.7 

6.2, 60.8 


427.6,18569.2 

6.2,13.0 



8 P-value from Wilcoxon rank-sum lest. 

* Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gentler of 24-Hour Urine Biomarkeis of Exposure by Timcpointand Overall 
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I 


I 


I 


Biomarker: Nicotine f(rie/mLVdi»aretteE>erday') Analytical Lab: Harrosate 


Male 



Female 


Time point Statistic Smokers 

Non-Smokere 

P-value* 

Smokers 

Non-Smokers 

P-value' 


Week 1 

N 

18 

NA 

32 


MEAN, GEO MEAN 

85.3, 54.8 


68.4,44.7 


SD.SE 

8R.05, 20.75 


64.18, 11.35 


MEDIAN 

55.4 


41 8 


MIN, MAX 

4.3.312.7 


8.1,2877 


5%, 95% 

4.3,312.7 


9.2,189.1 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

IS 

NA 

31 


MEAN, GEO MEAN 

142.9, 69.1 


81.0,56.8 


SD, SE 

257.04. 60.59 


75.59, 13.58 


MEDIAN 

65.7 


49.5 


MIN, MAX 

4.1,1127.4 


13.4,331.7 


5%, 95% 

4.1, 1127.4 


16.0,236.3 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

87.1,56.0 


85.2. 609 


SD, SE 

86.17. 20.90 


71.13, 13.21 


MEDIAN 

71.2 


62.8 


MIN. MAX 

1.7, 374.9 


7.5,316.8 


5%. 95% 

1.7, 374.9 


14.7, 242.0 


9 of BLQ/ALQ Values 

0/0 


0/0 

Overall* 

N 

18 

NA 

32 


MEAN. GEO MEAN 

105.2,65.6 


75.9,57,5 


SD, SE 

133.46,31.46 


61.71,10.91 


MEDIAN 

71.8 


50.7 


MIN. MAX 

3.4,603.3 


14.5, 287.1 


5%, 95% 

3.4, 603.3 


20.1,209.9 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value fFttm Wileoxnn rank-sum test. 

'Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker Nicotine ffnmoI/LVciearerte ner day) 

Analvtical Lab: HarroEate 









Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smoker# 

Non-Smokers 

P-valuc* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

525.5, 337.7 

542.84, 127.95 

341.2 

26.3. 19276 

26.3. 1927.6 

0/0 


NA 

32 

421.6, 275.7 

395 69, 69 95 

257.6 

49.9.1773.7 

56.5.1165.8 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

880.7, 426.0 

1584.59, 373.49 

404.6 

25.1,6950.1 

25.1,6950.1 

0/0 


NA 

31 

499.1, 350.1 

465.96, 83.69 

305.0 

82.9,2045.0 

98.6,1456.6 

0/0 


NA 

Week? 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MSN. MAX 

5%, 95% 

tt of BLQ/ALQ Values 

17 

536.7, 3460 

531.24, 128.84 

438.7 

10.7,2311.4 

10.7,2311.4 

0/0 


NA 

29 

525.1,375.2 

438.50. 81.43 

387.3 

46.3, 1952.9 

90 3, 1492 0 

0/0 


NA 

Overall' 

N 

MEAN.GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

648.6.410.4 

822.81, 193.94 

442.3 

20.7.3719.4 

20.7,3719.4 


NA 

32 

467.9, 354.1 

380.53, 57.27 

312.3 

890,1770.2 

123.7, 1294.1 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxrtn rank-sum test. . 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234’will be used as '1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table H.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Btomarkers of Exposure by Tfmcpotm and Overall 
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Biomariter: Nicotine-N-elueuronide (nmoI/L) 

Analytical Lab: Harrogate 









Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vaiue* 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MFN.MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

3185.833,1315.053 

4046.7969,953.8392 

1437.370 

17 879, 12968 078 

17.879, 12968.078 

0/0 

28 

3.369, NA 

5.8234,1.1005 

0.000 

0.000,22.811 

0.000,18.495 

18/0 

<.0001 

31 

2857.657,1385.609 
3716.0670,667.4253 
1405.004 

59.184. 17624.502 

71.514, 10892.322 

0/0 

34 

0.526, NA 
1.5264,0.2618 

0 000 

0.000.6.782 

0.000,4.9.32 

33/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 93% 

# Of BLQ/ALQ Values 

17 

3220.379, 1984.938 

3208.1796, 778.0978 

1499.945 

330.444. 10055.115 

330.444.10055.115 

0/0 

29 

5.166, NA 
18.3997,3.4167 

0.000 

0.000,99.257 

0.000,11.714 

22/0 

<.0001 

31 

3586.081. 1633.399 
4914.8761,882 7378 
1458.639 

68.432,25269.102 

106.038,10255.478 

0/0 

34 

0.399, NA 
1.7363,0.2978 

0.000 

0.000.9.864 

0.000,2.466 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD. SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

16 

2390.017,1334.459 
1832.9412.458.2353 

2286.599 

27.126.5382.662 

27.126.5382.662 

0/0 

30 

2.589, NA 

5.7411,1.0482 

0.000 

0.000,28.976 

0.000, 11.714 

23/0 

<.0001 

29 

3029.460. 1504.195 
2699.1081,5012118 
2594.232 

12.330, 8494.754 

17.879, 8343.711 

0/0 

35 

0.247. NA 
0.8745,0.1478 

0.000 

0.000,4.316 

0.000,2.466 

34/0 

<0001 

Overall 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

2837.219,1507.004 
2855.8907,673.1399 

1684.176 

22.503,9135.914 

22.503,9135.914 

30 

3.689, NA 

7.5385, 1.3763 

0.103 

0.000,36.579 
0.000,19.112 

<.0001 

32 

3047.122,1633.131 

3367.0203,595.2107 

1332.873 

68.432, 14522.685 

98.640, 11621.847 

35 

0.393, NA 
1.1359,0.1920 

0.000 

0.000, 5.549 

0,000, 3.699 

<0001 


a P-value from Wtlcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within f subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the tjuantification (e.g.. '<1.234’willbeusedas ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers an<3 Non-Smokers by Gender of 24-Hour Urine Btomarkers of Exposure by Timepoint and Overall 

(Page 62 of264) 


Biomarker: Nicotine-N-clucaronide ((nmoI/LVcicarette per day) 

Analytical Lab: Hsmoaate 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-value* 

Week) 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

4 of BLQ/ALQ Values 

IS 

209.881, 103.631 
265.7647,62.6413 
99.003 

5 960,962.254 

5.960,962.254 

0/0 


NA 

31 

172.883, 107.735 

203.3168. 36.5168 

113411 

14.180,1036.735 
20.933,495.106 

0/0 


NA 

Week 2 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/A LQ Values 

17 

225.933,144.480 
209.2341, 50.7467 

175 045 

25.400.730.3 84 
25.400,730.384 

0/0 


NA 

31 

243.814.133.203 

297.5609, 53.4435 

114.900 

4.562, 1263.455 

39.086. 1139.498 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

16 

220.431, 121.108 

211 2136,52 8034 
115.556 

9.042,626.981 

9.042,626.981 

0/0 


NA 

29 

210.345, 108.820 
194.1911,36.0604 

152.447 

1.192,674.143 

2.466,555.261 

M) 


NA 

Overall" 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

209.357, 123.571 
199.7170,47.0738 

113.343 
7.501,705.631 

7.501, 705.631 


NA 

32 

204.440, 130.280 

203.3880, 35.9543 

126.735 

22.263,756.966 

29.150, 750.779 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-valtte front Wrlcoson rank-sum test. . 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 63 of264) 


Biomarker: Nicotine -N-filucuronide (nmci/24hf) Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

4025.806,2152.393 

3521.3809,829.9974 

3048.346 

25.209, 10788.304 

25.209, 10788.304 

WO 

28 

5.227, NA 

8.9670, 1.6946 

0.000 

0.000.29.594 

0.000,29.242 

18/0 

<.0001 

31 

4140.122, 2380.428 

4418 1241,793.5185 
2576.293 

162.756,22030.628 
185.043, 11202.823 

0/0 

34 

1.243, N A 

4 2370, 0 7266 

0.000 

0.000, 22.042 

0.000, 11.235 

33/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

n of BLQ/ALQ Values 

17 

4025.196,2885.683 

3025,1895,733.7162 

3547.286 

461.543,9872.580 

461.543,9872.580 

0/0 

29 

12 807. NA 
52.2807,9.7083 

0.000 

0.000,282.882 
0.000,23.674 

22/0 

<.0001 

31 

4619.799, 2660 685 
4867.0677,874.1512 
3511.091 

177.318,22489.501 
193.519, I692L539 

0/0 

3-1 

0.838, NA 
3.7823,0.6487 

0.000 

0.000,21.701 

0000, 4.389 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

16 

4351.611,2285.075 

3671.9016,917.9754 

3945.803 

28.428, 11461.291 

28.428, 11461.291 

0/0 

30 

4.535, NA 

8.5750, 1.5656 

0.000 

0.000,37.669 

0.000,21.208 

23/0 

<.0001 

29 

4485.523,2581.348 
3249.7743,603.4679 
4005.325 
17.262,12487.288 

52.29G, 10420.453 

0/0 

35 

0.432, NA 
1.5813,0.2673 

0,000 

0.000,8.114 

0.000,4.279 

34/0 

<0001 

Overall* 

f 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

3965.133,2293.944 

3288.3005,775.0599 

3242.426 

26.819,10353.310 

26.819, 10353.310 

30 

7.466, NA 
19.3413,3.5312 

0.137 

0.000, 104.041 
0.000,21.634 

<.0001 

32 

4289.753,2765.078 

3668.2894,648.4681 

2982.790 

133.990,15441.801 
199.791,12852.562 

35 

0.839, NA 

2.6072,0.4407 

0.000 

0.000, 11.885 

0.000, 10.052 

<0001 


* P-value from Wilcox on rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subject. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepomt and Overall 

(Page 64 of 254) 


Biomaricer: Nicotine-N-glucuronide ((nmoI/24hfycigareUe per day) _ Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokeis 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

270.500,169,615 
245.2307,57.8014 
178.233 
8.403.837.161 

8.403, 837.161 

0/0 


NA 

31 

263.934,185,085 
277.0427,49.7583 

183.997 

12.336. 1295.919 

65.416,1120.282 

0/0 


NA 

Week 2 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

288.580, 210.043 
235.550S, 57.1294 
236.486 
59.810,832.306 
59.810, 832.306 

0/0 


NA 

31 

345.767,216.978 

4O9.84S6.73.6104 

193.519 

19.617. 1880.171 

59.106, 1188.730 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

t Of BLQ/ALQ values 

16 

330.168,207.380 

258.1362,64.5341 

298.331 

9.476, 851.592 

9.476. 851.592 

0/0 


NA 

29 

310.569,186.744 
251.8602.46.7693 

246.060 

3.452, 929.600 
3.486.741.273 

0/0 


NA 

Overall* 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN. M.AX 

5%, 95% 

18 

282.614,190.149 
217.4618,51.2562 
168.425 

8.940,724.671 

8.940, 724.671 


NA 

32 

302.153.221.251 

271.8673,48.0598 

193.557 

43.896, 1230.708 
69230,908.341 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from WHcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as *1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 65 of 264) 


Biomarker: Nicotine-N-gluciiroiiide (nmol/mg Creatinine) Analytical Lab: Harrogate 


Timepoint 



Male 

P-value' 


Female 


Statistic 

Smokers 

Non-Smokeis 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

18 

28 

<.0001 

31 

34 

<.0001 


MEAN, GEO MEAN 

2.(507, 1.629 

0.003, NA 


3.223.2.054 

0.001, NA 



SD, SE 

1.8782,0.4427 

0.0061,0.0012 


2.6290,0.4722 

0.0031,0.0005 



MEDIAN 

2.644 

0.000 


3 131 

0.000 



MEN. MAX 

0.024.7.058 

0.000.0.023 


0.135. 12.113 

0.000.0.016 



5%, 95% 

0.024,7.058 

0.000,0.021 


0.187,7.068 

0.000,0.008 



# of BLQ/ALQ Values 

0/0 

18/0 


0/0 

33/0 


Week 2 

N 

17 

29 

<.ooot 

31 

34 

<.0001 


MEAN, GEO MEAN 

2.720,2.069 

0.01 l.NA 


3.522,2.113 

0.00 l.NA 



SD, SE 

1.8726,0.4542 

0.0409,0.0093 


3.6051,0.6475 

0.0028, 0.0005 



MEDIAN 

2.323 

0.000 


2.864 

0.000 



MIN, MAX 

0.298,6.734 

0.000,0.270 


0 153. 17 646 

0.000, 0.016 



5%, 95% 

0.298,6.734 

0.000,0.017 


0.193, 11.734 

0.000, 0.004 



# of BLQ/ALQ Values 

0/0 

22/0 


0/0 

32/0 


Week 3 

N 

16 

30 

<0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

2.776,1.558 

0.002, NA 


3.701,2.200 

0.001, NA 



SD. SE 

2.1773,0.5443 

0.0045.0,0008 


2,7698.0,5143 

0.0018.0.0003 



MEDIAN 

2.549 

0.000 


3.179 

0.000 



MIN, MAX 

0.025,6.372 

0.000,0.021 


0.020, 10.645 

0.000,0.008 



5%, 95% 

0.025,6.372 

0.000,0.011 


0.056, 9.700 

0.000.0.006 



# of BLQ/ALQ Values 

0/0 

23/0 


0/0 

34/0 


Overall 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

2.612, 1.659 

0.006, NA 


3.483, 2.345 

0.001, NA 



SD, SE 

1.9175,0.4520 

0.0177, 0.0032 


2.6610, 0.4704 

0.0021,0.0003 



MEDIAN 

2.521 

0.000 


2.952 

0.000 



MIN, MAX 

0.025,6.721 

0.000, 0.097 


0.120, 10.339 

0.000,0.009 



5%, 95% 

0,025,6,721 

0,000,0.013 


0.190, 9.409 

0.000, 0.008 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/AI.Q values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokcis by Gender of 24-IIour Urine Biomarkers of Exposure by Ttmcpoint and Overall 

(Page 66 of 264) 


Biomarker; Nicottne-N-glucuronide ((nmol/mg CreatinineVcigarette per day) 

Analytical Lab: Harrogate 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

0/216,0.128 

0.2139,0.0504 

0.137 

0.008,0.684 

0.008,0.684 

0/0 


NA 

31 

0.205,0.160 

0.1622.0.0291 

0.144 

0.031.0.713 
0.062,0.679 

U/U 


NA 

Week 2 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

0.257,0.151 

0.3877. 0 0940 

0.123 

0.043, 1.647 

0.043,1.647 

0/0 


NA 

31 

0.259,0.172 

0.2814.0.0505 

0.165 

0.015, 1.304 
0.051,0.882 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

4 of BLQ/ALQ Values 

16 

0 226,0.141 

0.1834,0.0458 

0.155 

0.008,0.531 

0008,0.531 

0/0 


NA 

29 

0.265,0.160 

0.2669,0.0495 

0.191 

0.004, 1.213 

0.004, 0.888 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

0.223,0.138 

0.2319,0.0547 

0.127 

0.008,0.915 

0.008,0.915 


NA 

32 

0.245,0.188 

0.2108, 0.0373 

0.194 

0.C39, 1.005 
0.091,0.590 


NA 


NOTE: Values listed were normalrad by taking the original biortiarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smotors and Nun-Smotore by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 67 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (omol/mg Creatinine) 

Analytical Lab. Harrogate 








Male 



Female 


TimepoiiK 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

n of BLQ/ALQ Values 

IS 

62.070,44.228 
41.1904,9.7087 

54.596 

0.762,171.322 

0.762.171.322 

0/0 

30 

0.095, NA 

0.1597,0.0291 

0.033 

0.000,0.677 

0.016.0.447 

0/0 

<.0001 

32 

72.066, 53.384 
44.6144,7.8868 

66 924 

1.870, 165.672 

8.068,162.785 

0/0 

35 

0.053, 0.038 

0.0632, 0.0107 

0.033 

0.005, 0.340 
0.017,0.183 

0/0 

<■0001 

Week 2 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

18 

59.710,41.943 

39.2615.9.2540 

50.999 

0.520,162.182 

0.520,162.182 

0/0 

30 

0.178,NA 

0.5342,0.0975 

0.038 

0.000,2.938 

0.011,0.606 

0A) 

<.0001 

31 

74.721, 57.970 

47.9812, 8.6177 

64.581 

5.674,177.245 
10.256,175.663 

0/0 

35 

0.056,0.042 

0.0502,0.0085 

0.033 

0.016,0.243 

0.017,0.174 

0/0 

<-0001 

Week 3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

3%, 93% 

It of BLQ/ALQ Values 

17 

60.863,40.299 

41.8253,10.1441 

51.737 

0,402,163.660 

0.402.163.660 

0/0 

30 

0.064.0.038 

0,0951,0.0174 

0.030 

0.011,0.470 

0.016,0.274 

0/0 

<.0001 

29 

78.391, 62.940 

48 1753. 8.9459 

63.710 

10.306,204.112 

14.475, 177.849 

0/0 

35 

0.051,0.0.39 

0.0481, 0.0081 

0.033 

0.017,0.283 

0.017,0.109 

0/0 

<.0001 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

18 

60.933,43.007 

39.3367,9.2717 

58.041 

0.561, 130.824 

0561,150.824 

30 

0.113,0.048 

0.2311,0.0422 

0.034 

0.011,1.222 

0.013,0.392 

<.0001 

32 

74.681,58.662 

45.5234.8.0475 

66.336 

5.950, 182.343 

10.933, 163.962 

35 

0.053, 0.042 

0.0475, 0.0080 

0.039 

0.017,0.236 

0.017,0.193 

<0001 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 .234* will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 . 2 - 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bioniarkers of Exposure by Ttmepoim ami Overall 

(Page 68 of 264) 


Biomatker: Sum of Nicotine and Nicotine metabolites (fnmol'ir.a Creatinine V’ciaarette per day) _ Analytical Lab: HairOftate _ 

_ Male _ _ Female 


Timepoinr 

_Statistic__ 

Smokers _ _ Non-Smokers 

Week I 

N 

18 


MEAN, GEO MEAN 

5.386, 3.485 


SD, SE 

7.4357, 1.7528 


MEDIAN 

3.417 


MIN, MAX 

0.254, 34.264 


5%, 95% 

0.254,34.264 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

18 


MEAN, GEO MEAN 

7.591,3.322 


SD, SE 

18.3926,4.3352 


MEDtAN 

3.239 


MIN, MAX 

0.173, 81.091 


5%, 95% 

0.173, 81.091 


# of BLQ/ALQ Values 

WO 

Week 3 

N 

17 


MEAN, GEO MEAN 

5.392. 3.790 


SD, SE 

5.1386,1.2463 


MEDIAN 

4.092 


MIN, MAX 

0.134, 23.794 


5%, 95% 

0.134,23.794 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

18 


MEAN, GEO MEAN 

6.078, 3.610 


SD, SE 

10.1725, 2.3977 


MEDIAN 

3.583 


MIN, MAX 

0.187,46,383 


5%, 95% 

0.187,46.383 


P-value* _ _ ___ _Smokere _ _ __Non-Smokers_ _ P-yalue’ 

NA 32 NA 

4.723, 4.042 
2.9421,0.5201 
3.973 

0.935, 14.783 
1.986,12.963 
0/0 

NA 31 NA 

5,495,4.728 
3.5306. 0 5802 
4.715 

1.734. 15.686 
2.051, 11.330 
W0 

NA 29 NA 

5.287.4.554 
3.6124.0.6708 
4.413 

1.911,20.287 
2.024,10.156 
0/0 

NA 32 NA 

5.238,4.628 
2.9750,0.5259 
4388 

1.877, 16.312 
2.S56, 11.763 


NOTE: Values listed were normalized by taking the original biornsrfter and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

J P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<] ,234'wtll be used as 1234 j for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non*Sniokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 69 of 264) 


Biomarkcn Sum of Nicotine and Nicotine metabolites (mg/24hr) _ Analytical Lab: Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN. GEO MEAN 

13.822,9.484 

0.026,0.011 


13.303, 9.931 

0.010,0.007 



SD. SE 

9.9619, 2.3480 

0.0420, 0.0077 


8.3518, 1.4764 

0.0092, 0.O016 



MEDIAN 

13.406 

0006 


12,589 

0.008 



MIN, MAX 

0.131,43.641 

0.003,0.157 


0.365, 34.676 

0.002, 0.039 



5%. 95% 

0.131,43.641 

0.003,0.148 


2.343,27.701 

0.003,0.038 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 2 

N 

18 

30 

<.OOU1 

31 

35 

<0001 


MEAN, OEOMEAN 

13.093,9.255 

0.039,0.013 


15.102, 11.844 

0.011,0.008 



SD, SE 

7.5570,1.7812 

0,0940, 0.0172 


8.8042, 1.5813 

0.0087, 0.0015 



MEDIAN 

13.281 

0.009 


14.179 

0.007 



MIN, MAX 

0.075,33.112 

0.002,0.499 


0.923. 36.320 

0.002,0.032 



5%, 95% 

0.075, 33.112 

0.003,0.190 


2.125, 33.028 

0.003,0.029 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN. GEO MEAN 

14.745, 9.058 

0.020,0011 


14.494, 11.972 

0.009, 0.007 



SD. SE 

11.6886.2.8349 

0.0289, 0.0053 


7.2037, 1.3377 

0.0066,0.0011 



MEDIAN 

11.316 

0.008 


14.750 

0.007 



MIN. MAX 

0.074,41.355 

0.004.0.136 


1.679,29.438 

0.003,0,035 



5%, 95% 

0.074,41.355 

0.004, 0.078 


2.178,24.083 

0.003, 0,026 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall* 

N 

18 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

13,929.9.603 

0.028,0.013 


13.936,11.167 

0.010,0.008 



SD, SE 

9.1277,2.1514 

0.0474, 0.0087 


7.6523,1.3527 

0.0069, 0.0012 



MEDIAN 

11.551 

0.010 


14.050 

0.008 



MEN, MAX 

0.093,37.247 

0.003,0.222 


0.989, 27.379 

0.003, 0.030 



5%, 95% 

0.093, 37.247 

0.004, 0.135 


2.359,27.575 

0.003, 0.026 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to fhe limit 
of the quantification (eg., ’<1.234’will be used as > 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gcndcrof 24-Hour Urine Biomarkcre of Exposure by Timcpoint and Overall 

(Page 70 of264) 


Biomarker Sum of Nicotine andNicotine metabolites ((mj>/24lirycigarcne per day) Analytical Lab: Harrogate 

Male 


Female 


Timepomt Statistic Smokers Non-Smokers P-va!ue‘ 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0.908, 0.748 


0.892, 0.752 


SD, SE 

0.4563, 0.1076 


06019, 0.1064 


MEDIAN 

0.800 


0.777 


MIN. MAX 

0.044, 1.846 


0.183. 3.468 


5%. 95% 

0.044, 1.846 


0.273, 1.684 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN. GEO MEAN 

1.109, 0.733 


1.124.0.966 


SD. SE 

1.4161,0.3338 


0.7293,0.1310 


MEDIAN 

0.832 


0.893 


MIN, MAX 

0.025, 6.647 


0.425,3.670 


5%, 95% 

0.025, 6,647 


0.4.37, 2/761 


u of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN. GEO MEAN 

1,136,0.85.3 


0.957,0.866 


SD, SE 

0,6417,0.1556 


0.4405,0.0818 


MEDIAN 

1.085 


0.881 


MIN. MAX 

0.025, 2.263 


0.420, 2.007 


5%, 95% 

0.025, 2.263 


0.429, 1.877 


» of BLQ/ALQ Values 

0/0 


0/0 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

1.045, 0.802 


0.988,0.882 


SD, SE 

0.7335, 0.1729 


0.5285, 0.0934 


MEDIAN 

0.S90 


0.955 


MIN, MAX 

0.031,3.585 


0.392.3.005 


5%, 95% 

0.031, 3.585 


0.424, 1.810 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the qualification (e.g., '<1.234 y will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkeis of Exposure by Timepoim and Overall 

(Page 71 of 264) 


Biomarfccr Sum of Nicotine and Nicotine metabolites (mg/mg Creatinine) Analytical Lab: Harrogate 


Timenoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

IS 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

0.010, NA 

0.000, NA 


0.012, NA 

0.000, NA 



SD.SB 

0.0068, 0.0016 

0,0000, o.ooco 


0.0073. 0.0013 

0.0000, 0.0000 



MEDIAN 

0.009 

n.ooo 


0.011 

0.000 



MIN. MAX 

0.000,0.028 

0.000,0.000 


0.000, 0.027 

0.000,0.000 



5%, 95% 

0-000,0.028 

0.000,0.000 


0.001,0.026 

0.000,0.000 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

fl/0 


Week 2 

N 

IS 

30 

“40001 

31 

35 

<.0001 


MEAN, GEO MEAN 

0.010, NA 

0.000, NA 


0.012,0.009 

0.000. NA 



SD. SE 

0.0063,0.0015 

0.0000,0.0000 


0.0078,0.0014 

0.0000. 0.0000 



MEDIAN 

0.009 

0.000 


0.010 

0.000 



MIN, MAX 

0.000,0.026 

0.000, 0.000 


0.001,0.029 

0.000, 0.000 



5%, 95% 

0.000,0.026 

0.000, 0.000 


0.002,0,028 

0,000, 0.000 



# of BLQ/ALQ Values 

m 

m 


0/0 

0/0 


Week 5 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN. GEO MEAN 

0.010, NA 

0.000, NA 


0.013.0.010 

0.000, NA 



SD. SE 

0.0068,0.0017 

0.0000,0.0000 


0.0078,0.0014 

0.0000,0.0000 



MEDIAN 

0.008 

0.000 


0.010 

0.000 



MIN. MAX 

0.000,0.027 

0.000, 0.000 


0-002,0.033 

0.000, 0.000 



5%, 95% 

0.000,0.027 

0.000, 0.000 


0.002,0.029 

0-000, 0.000 



H of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall* 

N 

lk 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

0.010, NA 

0.000, NA 


0.012, 0.010 

a.OOO. NA 



SD, SE 

0.0064,0.0015 

0.0000.0.0000 


0.0074, 0.0013 

0,0000,0.0000 



MEDIAN 

0.009 

0.000 


0.011 

U.(XX) 



MIN. MAX 

0.000,0.024 

0.000, 0.000 


0.001,0.030 

0.000. 0.000 



5%, 95% 

0.000,0.024 

0.000, 0.000 


0.002,0.027 

0.000,0.000 



4 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<1.234’ will be used as ’! .234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 142.2-2 




Statistical Comparison 

Between Smokers and Non-Smokers by Gender of 24-Ikmr Urine Biomarkcrs of Exposure by Timcpoint and Overall 
(Page 72 of 264} 


Hinmarl-pr Sum of Nicotine and Nicotine metabolites ffmp/ms Creatinine VciEareite Derdayj 

Analytical Lab: Harrogate 







Male 



Female 


Titnepoinl 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

0.001, NA 

0.0014, 0.0003 

0.001 

0.000,0.006 

0.000,0.006 

0/0 


NA 

32 

0.001, N A 

0 0006,0 0001 

0.001 

0.000,0.002 

0.000,0.002 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SF. 

MEDIAN 

MIN. MAX 

5%, 95% 

n of BLQ/ALQ Values 

18 

0.001, NA 

0.0030, 0.0007 

0.001 

0.000, 0.013 
0.000,0.013 

0/0 


NA 

31 

0.001, NA 
0.0007,0.000! 

0.001 

0.000,0.003 

0.000,0002 

0/0 


NA 

Week 3 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

3%, 95% 

# of BLQ/ALQ Values 

17 

0.001, NA 

0.0009,0.0002 

0.001 

0.000,0.004 

0.000,0.004 

0/0 


NA 

29 

0.001, NA 
0.0007.0.000! 

0.001 

0.000,0.003 

0.000.0.002 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

0.001, NA 
0.0018,0.0004 

0.001 

0.000, O.OOS 

0.000,0.008 


NA 

32 

0.001, NA 
0.0007,0.0001 

0.001 

0.000,0.003 

0.000,0002 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ p-value fiom Wilcaxon rank-sum rest. 

■ Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the HLQ/ALQ values were converted to the limit 
of the quantification (e.g., NI .234’ will be used as T .2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinu and Overall 

(Page 72 of 264) 


Qiomaricen Suro of Nicotine and Nicotine metabolites (nmol/24hr) 

Analytical Lab: Harrogate 









Male 




Female 


Timepoint 

Statistic 

Smokers 

_Non-Smokers 

_P-valne* _ 


Smokers 

Non-Smokers 

P-yalue’ 

Week 1 

N 

MEAN, CEO MEAN 
SD.SE 
MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1$ 

85202.321,53462.565 
61406.4097,14473.6296 
82633.120 

807.495, 269008.088 
807.495,269008.088 

0/0 

30 

159.938,67.755 

258.9385,47.2755 

37.278 

16.191,965.245 

17.554,910.691 

0/0 

v.0001 


32 

82001.169, 61213.291 
51481.8797,9100.7966 
77601.162 

2251.019,213748,173 
14441.244.170748.968 

0/0 

35 

58.895, 44.579 

564888.9.5484 

46.442 

13.634,237.553 

16.239,234.212 

0/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 

MIN, MAX 

5%, 95% 

» of BLQ/ALQ Values 

18 

80706.746,57056.576 
46581.7789,10979.4306 
81866.447 

463.520.204106.209 

463.520.204106.209 
ora 

30 

238.603, 79.085 

579.9512. 105.8841 

55.334 

12.603,3077.553 

15.682, 1170.521 

0/0 

<.0001 


31 

93087.670.73006.709 
54269.4223.9747.0760 
87398.389 

5691.880,223877.537 

13096.445,203586.824 

0/0 

35 

66.453, 50.878 

54.0386, 9.1342 

42.918 

14.343, 199.855 

19.348,176,749 

0/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

90888.319,55827.577 
72049.8950,17474.6663 
69754.394 

455.443,254916.322 

455.443,254916.322 

0/0 

30 

121.964,68,946 

178.0699.32.5110 

48.161 

24.371,838.565 

25.818,479.785 

0/0 

<0001 


29 

89343.293.73796.576 
44404.0636, 8245.6276 
90922.089 

10347.744,181459.213 
13427.500, 148449.107 

0/0 

35 

54.072, 44.842 
40.4937,6.8447 

44.305 

17.387,214.464 

18 202, 161.224 

0/0 

<0001 

Overall* 

N 

MEAN. GEO MEAN 
SD.SE 
MEDIAN 

MIN, MAX 

5%, 95% 

18 

85861.395,59208.644 

56264.4210,13251.6512 

71198.076 

575.486,229597.547 
575.486,229597.547 

30 

173.501,79.279 

292.4969.53.4024 

56.633 

20.989, 1369.102 
21.248,828.576 

<.0001 


32 

85905.064,68833.445 
47169.5124, 8338.4705 
86603.825 

6096.881, 169998,026 
14539.033,169972.601 

35 

59.807,49.004 

42.7707,7.2296 

47.661 

16.995, 183.762 

20.862, 161.356 

<0001 


* P-value from Wilcoxon rank-sum test. 

' * Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

, of the quantification (e.g., ’<1.234* will be used as ‘1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

i 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of24-How Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 74 of 264) 


B to ma rker: Sum of Nicotin e and Ni cotine metabolites f(nniol/24hrVcifiarettc per day) Analytical Lab: Harrogate _ 

_Male_ __Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value - 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

5597.160,4607.020 

2813.1975,663.0770 

493.3.1.38 

269.165, 11381,236 

269.165, 11381.236 

0/0 


NA 

32 

5496.958.4635.178 
3710.2303,655.8822 
4786.547 

1125.510,21374.817 
1679.783,10379.541 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

3%, 95% 

# of BLQ/ALQ Values 

18 

6832.907,4519.371 

8729.3751,2057.5334 

5129.101 

154.507,40974.206 

154.507, 40974.206 

0/0 


NA 

31 

6926.664, 5953 677 
4494.9220,807.3118 
5502.899 

2619.289,22620.758 
2696.009. 17016.199 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

7004.38.3, 5251.024 
3955.2792, 959.2961 
6687.793 

151.814, 13950.879 

151.814, 13950.879 

0/0 


NA 

29 

5899.075,5338.755 
2715.4895, 504.2537 
5427.632 

2586.936, 12370.759 
2642.015, 11572.851 

0/(1 


NA 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

6438.950, 4941.501 
4521.7761, 1065.7929 
5482.150 

191.829,22102.107 

191.829, 22102.107 


NA 

32 

6088.668, 5435.886 
3257.9068, 575.9220 
5888.948 

2417.332, 18522.809 
2610.85). 11156,032 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted lo the limit 
of the quantification teg., '<1.234’ will be used as ’1.234’)for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 75 of 264) 


Biomarirer Sum of Nicotine and Nicotine metabolites (nmol/L) _ Analytical Lab; Harrogate 


Timepoint 



Male 



Female 



Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 


P-value* 

Week 1 

N 

IS 

30 

<.0001 

32 

35 


<.0001 


MEAN, GEO MEAN 

56466.8,35719.0 

92.9,46.2 


51422.5.34962.7 

31.8,25.0 




SD, SE 

53151.00, 12527.81 

158.41,28.92 


40492.71, 7158.17 

31.63,5.35 




MEDIAN 

39231.4 

29.7 


40087.7 

17.6 




MIN, MAX 

572.7,228943.1 

[7.1,822.3 


818.6, 185431.1 

17.1,165.0 




5%. 95% 

572.7.228943.1 

17.1,346.0 


5370.5,117580.7 

17.1,116.9 




If of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 



Week 2 

N 

18 

30 

<.0001 

31 

35 


<.0001 


MEAN, GEO MEAN 

60035.2, 40306.3 

134.2, 50.9 


64490.8,44818.9 

34.0, 27.3 




SD, SE 

49085.70,11569.61 

266.95,48.74 


S4125.48,9721,22 

28.17,4.76 




MEDIAN 

52177.3 

31.1 


48192.8 

18 7 




MIN, MAX 

515.0,226784.6 

17.1,1079.8 


3118.8,251547.8 

17.1,128.5 




5%, 95% 

515.0,226784.6 

17.1,1035.9 


10010.5, 175038.6 

17.1,112.3 




ft of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 



Week 3 

N 

17 

30 

<.0001 

29 

35 


<.0001 


MEAN, GEO MEAN 

49871.4,33019.2 

68.0, 39.3 


55723.8,43002.5 

27.0,23.0 




SD, SE 

34676.82,8410.36 

116.68,21.30 


37781.03,7015.76 

21.14, 3.57 




MEDIAN 

42119.1 

28.9 


47640.2 

17.1 




MIN, MAX 

434.6, 124561.5 

17.1,645.0 


5563.3, 161187.4 

17.1,123.5 




5%, 95% 

434.6,124561.5 

17.1,165.5 


9591.0, 129203.3 

17.1,60.8 




it of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 



Overall' 

N 

18 

30 

<.0001 

32 

35 


<0001 


MEAN, GEO MEAN 

56060.6, .39267.7 

98.4,50.7 


55858.9,41079.3 

30.9, 26.1 




SD, SE 

38284.09,9023.65 

145.62,26.59 


40793.59,7211.36 

22.81,3.86 




MEDIAN 

50201.9 

38.5 


43613.1 

23.5 




MfN, MAX 

507.4,173714.8 

17,1,555.8 


3166.9, 177780.1 

17.1,110.3 




5%, 95% 

507.4,175714.8 

17.3,482.6 


8324.0, 129505.1 

17.1,100.4 




’ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will he used as ’1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 76 of264) 


Biomarker Sum of Nicotine and Nicotine metabolites {(nmol/LVciaarette per day) 

Analyiical Lab: Hairotate 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Revalue' 

Smokers 

Non-Smokere 

P-value’ 

Week! 

N 

mean, geo mean 
sd.se 
median 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

3719.4,2814.8 

2646.88, 623.88 

2775.4 

190.9, 10706.3 

190.9, 10706.3 

0/0 


NA 

32 

3348,5,2647.4 

2238.89.395.78 

2862.3 

409.3, 8724.4 

879.4, 8428.7 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

5089.5.3192.6 

5932.77, 1398.37 

3945.9 

171.7,26435.0 

171.7, 26435.0 

0/0 


NA 

31 

4614.6, 3655.0 
3421.37,614.50 

3777.3 

13480, 13709.5 

14180,13261-7 

041 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of Rf .Q/ALQ Values 

17 

4966.7,3105.8 

5840.25, 1416.47 

3429.6 

144.9,24912.3 

144.9,24912.3 

om 


NA 

29 

3786.2,311 1.0 
2456.81,456.22 

2949.6 

971J, 11279.6 
1390.8,7008.1 

0/0 


NA 

Overall" 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

4572.0,3243.8 

4155.78,979.53 

3739.5 

169.2, 19091.7 

169.2, 19091.7 


NA 

32 

3924.8,3231.9 

2526.51,446.63 

3502.5 

1247.0,11237.8 

1248.9,9143.4 


NA 


NOTE: Values listed were normalized by taking the original biomarksr and dividing it by the number of cigarettes found in question 4 of the weekly survey for (he corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g„ '<1.234’ will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Nun-Smukets by Oendet of 24-Hour Urine Biomarkers of Exposure by Timcpoim and Overall 

(Page 77 of 264) 


BiornariterSutnofNicotincandNicotineTnelabolitesliTO/L) Analytical Lab:Harrogate 


Timepoinl 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

18 

30 

<0001 

32 

35 

<.0001 


MEAN. CEO MEAN 

9.2.5.8 

0.0, NA 


8.4,5.6 

0,0. NA 



SD, SE 

8.61,2.03 

0.03,0.00 


6.57.1.16 

0.00,0.00 



MEDIAN 

6.4 

0.0 


6.6 

0.0 



MIN, MAX 

0.1,37.1 

0.0,0.1 


0.1,30.1 

0.0,0.0 



5%. W% 

0.1.37.1 

0.0.0.1 


0.9.19.1 

0.0,0,0 



# of BLQ/ALQ Values 

U/0 

0/0 


0/0 

0/0 


V/cck 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

9.8,6.6 

0.0, NA 


10.5,7.3 

0.0 T NA 



SD. SE 

7.96. 1.88 

0.05.0.01 


8.78.1.58 

0.00,0.00 



MEDIAN 

8.5 

0.0 


7.8 

O.fl 



MIN, MAX 

0.1,36.8 

0.0,0.2 


0.5,40.8 

0.0,0.0 



5%, 95% 

0.1,36.8 

0.0,0.2 


1.6,28.4 

0.0, 0.0 



# of BLQ/ALQ Values 

0/0 

0/0 


o/o 

0/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

8.1, 5.5 

0.0, NA 


9.0, 7.0 

0.0, NA 



SD. SE 

5.63,1.36 

0.02,0.00 


6.12,1,14 

0.00.0.00 



MEDIAN 

6.8 

0.0 


7.7 

0.0 



MIN, MAX 

0.1,20.2 

0.0,0,1 


0.9,26.1 

0.0,0.0 



5%, 95% 

0.1,20.2 

0.0,0.0 


1.6,21.0 

0,0,0.0 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall" 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

9.1,6.5 

0.0, NA 


9.1.6.7 

0.0, NA 



SD, SE 

6.21,1.46 

0.03,0.01 


6.62,1.17 

0.00,0.00 



MEDIAN 

8.2 

0.0 


7.1 

0.0 



MFN, MAX 

0.1,28.5 

0.0,0.1 


0.5,28.8 

0.0,0.0 



5%, 95% 

0.1,28.5 

0.0,0.1 


1.4,21.0 

0.0,0.0 



’ P-value from Wilcoxoit rank-sum lest. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ‘<1.234 'will be used as 1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Siaiislieal Cumparisun Between Smokcraand Non-Smukeis by Gender gf24-Huur Urine Biomarkcre of Exposure by Timepoinl and Overall 

(Page 78 of 264) 


Biranarker Sum of Nicotine and Nicotine metabolites /(ma/LVcicarette per day! 

Analytical Lab: Harroeaie 




Timeooini 



Mak 



Female 

Statistic 

Smokers 

Noti-Smokers 

P-value’ 

Smokers 

Non-Smokers 

Week 1 

N 

IS 


NA 

32 



MEAN, GEO MEAN 

0.6, NA 



0.5,0.4 



SD.SE 

0.43,0.10 



0.36,0.06 



MEDIAN 

0.5 



0.5 



MIN, MAX 

0.0. 1.7 



0.1,1.4 



5%, 95% 

0.0, 1.7 



0.1,1.4 



# Of BLQ/ALQ Values 

0/0 



0/0 


Week 2 

N 

18 


NA 

31 



MEAN, GEO MEAN 

0.8, NA 



0.7, 0.6 



SD.SE 

0.97,0.23 



0.56,0.10 



MEDIAN 

0,7 



0.6 



MIN, MAX 

0.0,4.3 



0.2,2.2 



5%, 95% 

0.0,4.3 



0.2, 2.2 



4 of BLQ/ALQ Values 

0/0 



010 


Week 3 

N 

17 


NA 

29 



MEAN, GEO MEAN 

0.8, NA 



0.6,05 



SD.SE 

0.94.0.23 



0.39,0.07 



MEDIAN 

0.6 



0.5 



MIN, MAX 

00,4.0 



02,1.8 



5%, 95% 

0.0,4.0 



0.2, i.l 



ft of BLQ/ALQ Values 

0/0 



0/0 


Overall" 

N 

18 


NA 

32 



MEAN, GEO MEAN 

0.7, NA 



0.6,0.5 



SD.SE 

0.67,0.16 



0.41,0.07 



MEDIAN 

0.7 



0.6 



MIN, MAX 

0.0,3.1 



02,1.8 



5%, 95% 

0.0,3.! 



0.2, 1.5 



P-value* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from WilcoxOn rartk-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantifi cation (e.g., ’<1.234 5 will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 


Draft 1:24 July 2002 


Page 666 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006439247 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 2-2 

Statistical Comparison Between Smokers and NcmSmokeis by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 79 of264) 


Biomarirer Total 3'hydroxycotinine (ug/24hr) 

Analytical Lab: Harrogate 









Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# D f BLQ/ALQ Values 

18 

8481.670,5058.786 

7495.7959.1766.7760 

7795.655 

80.370.31233.615 

80.370.31233.615 

0/0 

30 

12.639,5.259 

19.7909,3.6133 

3.555 

0.950. 84.568 
1.030.59.985 

8/0 

<0001 

32 

7465.196.5530.506 

5073.8646,896.9410 

7094.738 

185.625.21231.840 
1264.620,17386.180 

0/0 

35 

4.663,3.147 

5.5203,0.9331 

2800 

0.800.25.920 

1.140, 19.728 

15/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SF. 

MEDIAN 

MIN, MAX 

5%. 95% 

»of BLQ/ALQ Values 

IS 

7771.087,5070.702 

5217.2058,1229.7072 

7298.235 

45.420.20994.570 

48.420.20994.570 

0/0 

30 

18.479,6.526 

36 8337,6.7249 

3.674 

1.000, 191.422 
1.023,74.670 

2/0 

<0001 

31 

9033,252,6974.017 

5553.5372,997.4447 

8284.165 

504.248,22147.192 
1171.885,19677.560 

0/0 

35 

5.648, 3.680 

6.3066,1.0660 

2.795 

1.050, 24.208 
1.240,23.013 

13/0 

<■0001 

Week 3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

17 

8564.710.4903.589 

7430.9813,1802.2777 

6563.699 

52.295,27454.900 

52.295, 27454.900 
fl/0 

30 

12.223.5.533 

20 2196,3.6916 

3.665 

1.430,89.830 

1.720,55.313 

7/0 

<0001 

29 

8436.228. 6644.598 
5351.4056,993.7311 
7278.863 

1258.180, 19074.831 
1308.324, 17880.045 

0/0 

35 

4.361.3.162 

4.4083. 0.7451 

2.870 

1.068,21.688 

1.089, 14.840 

18/0 

<0001 

Overall' 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

8308.200, 5267.651 
6258.3618,1475.1100 

5721.081 

60.362, 23472.750 

60.362, 23472.750 

30 

14.447,6.474 

22.2395.4.0604 

5.076 

1.318,97.065 

1.374,66.991 

<.0001 

32 

8107,255,6415.476 
5035.7608.890.2051 
7035.315 

666.066, 20817.954 
1386.126, 16456.732 

35 

4.891, 3.558 
4.5939.0.7765 

2.883 

1.067,20.305 

1.303, 18.212 

<000! 


‘ P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/Al.Q values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepnint and Overall 

(Page 80 of 264) 


Bromaikti: Total 3-liyilnMycotuiine (i]mol/241iri 

Analytical Lab. Ranuyalc 









Male 





Female 

Timepoint Statistic 

Smokers 

Non-Smokers 

P-value' 


Smokers 


Non-Smokers 


Week 1 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

44130.128,26320.861 
39000.6263, 9192.5358 
40560.793 

418.165.162508.499 

418.165.162508.499 

0/0 

30 

65.762,27.363 

102.9721,18.8001 

18.497 

4.943,440.007 

5.359.312.102 

8/0 

<0001 

32 

38841,414,28775.223 

26399.3178,4666.7842 

36913.920 

965.807,110469.264 
6579.818,90460.295 

0/0 

35 

24.263, 16.373 
28.7220.4.8549 

14.568 

4.162. 134.862 

5.931, 102.645 

15/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

40432.968,26382.858 

27145.1218,6398,1666 

37972.717 

251.929,109234.746 
251.929,109234.748 
(V0 

30 

96.144,33.953 

191.6461,34.9896 

19113 

5.203,995.969 
5.323,388.508 

2/0 

<.0001 

31 

47000.013,36285.812 

28895.0539.5189.7049 

43102.510 

2623.602, 115231.840 
6097.318,102382.345 

0/0 

35 

29.385, 19.145 

32.81.33, 5.5465 

14.542 

5.463.125.954 
6,452,119.737 

13/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

44562.185,25513.374 

38663.3961,9377.2509 

34150.926 

272.091,142847.845 
272.091, 142847.845 

0/0 

30 

63.595,28.790 

105.2024,19.2072 

19.069 

7,440,467.385 

8.949,287.794 

7/0 

<.0001 

29 

43893.696. 34571.846 
27843.3632,5170.3827 
37871.924 

6546.311,99246.346 

6807.210,93029.874 

0/0 

35 

22.692, 16.452 

22.9362, 3.8769 

14.933 

5.557, 112.843 

5.666, 77.213 

18/0 

<■0001 

Overall’ 

N 

MEAN,GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

18 

43227.562,27407.581 
32562.2568,7674.9975 
34969.785 

314.062, 122128.717 
314.062,122128.717 

30 

75.167,33.685 

115.7120,21.1260 

26.410 

6.859,505 029 
7.151,348.552 

<.0001 

32 

42182.049, 33379.721 
26201.0638,4631.7375 
36604.744 

3465.540, 108315.817 
7212.012.85624.375 

35 

25.447, 18.511 
23.9026,4.0403 

15.002 

3.550, 105.649 

6.778, 94.757 

<0001 


4 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ VI .234* will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values forthe overall statistics. 
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Table 14,2.2-2 

Statistical Comparison Between Smokers arid Non-Smokers by Gender of 24-Hour Urine Biumarkers of Exposure by Timcpoirtf and Overall 

(Page 81 of 264) 


Biomarker: Total 3-hydroxycotinine (fuc/24hrVciearette per day) 

Analytical Lab: Harrogate 






Mak 



Female 


Timeooint Statistic Smokers 

Noti-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

18 

NA 

32 


MEAN, GEO MEAN 

513.293. 398.647 


514.451,418.780 


SD, SE 

265.0141,62.4*44 


361.5090, 63.9064 


MEDIAN 

497.403 


411.498 


MIN, MAX 

26.790,1041.121 


92.813, 1738.618 


5%. 95% 

26.790, 1041.121 


148.548.1220.408 


(fofBLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

632.378,401.643 


674.091, 568.729 


SD. SE 

761.0430, 179.3796 


426.5924. 76.6183 


MEDIAN 

500.314 


535.339 


MIN, MAX 

16.140,3571.898 


226.150, 1837.330 


5%, 95% 

16.140,3571.898 


234.377, 1632.510 


U uf BLQ/ALQ Values 

WO 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

686.349,461.222 


537.154,480.698 


SD. SE 

480.7707.116.6040 


277.6903, 51.5658 


MEDIAN 

606.335 


478.038 


MIN, MAX 

17.432, 1676,349 


222.522, 1418.901 


5%, 95% 

17.432, 1676.349 


224.937, 1089.147 


If of BLQ/ALQ Values 

0/0 


0/0 

Overall’ 

N 

18 

NA 

32 


MEAN, GEO MEAN 

608.687,437.008 


577.776, 504.000 


SD, SE 

432.0203,101.8282 


326.0893,57.6450 


MEDIAN 

539.388 


481.105 


MIN, MAX 

20 121,2030.196 


199.073,1516.938 


5%, 95% 

20.121,2030.196 


215.772, 1303.658 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1 25 4') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokcre and Non-Smokers by Gender of 24-Hour Urine Biomarkem of Exposure by Timepoint and Overall 

(Pape 82 of 264) 


Biomarker: Total 3-hydroxYCOiinine ((nmoJMirytigaretlc pe r day ) An al ytical Lab: H arrogate _ 

_Male_ _Female 


Timepoint 

Statistic 

Strikers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-va!ue' 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

tt of BLQ/ALQ Values 

18 

2696.680,2074.160 
1578.8686, 325.0025 
2587.989 

139.388.5416.950 

139.388.5416.950 

0/0 


NA 

32 

2676.690,2178.910 

1880.9313,332.5048 

2141.025 

482.904, 9046.030 

772.896, 5349.783 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

» of BLQ/ALQ Values 

18 

3290.262, 2089.748 
3959.7063,933.3117 
2603.135 

83.976,18584.583 

83.976, 18584.583 

0/0 


NA 

31 

3507.296.2959.098 
2219.5603,398.6448 
2785.367 

1176.658,9559.628 

1219.464,8493.950 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

» of BLQ/ALQ Values 

17 

3571.073,2399.735 
2501.4498,606.6907 
3154.763 

90.697, 8722.043 

90.697, 8722,043 

0/0 


NA 

29 

2794.814,2501.073 

1444.8224,268.2968 

2487.232 

1157.784,7382.540 

1170.349,5666.830 

on 


NA 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

3166.997,2273.752 
2247.8017,529.8119 
2806.435 

104.687, 10563.111 

104.687, 10563 111 


NA 

32 

3006.169,2622.312 
1696.6422, 299.9268 
2503.186 

1035.779.7892.630 

1122 662,6782.931 


NA 


NOTE: Values listed were normalized by taking tlie original biomatker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-vaJue from Wilcoxon rank-sum lest. 

’ Overall values calculated by fust averaging the results across visits within a Subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’will Oeusedas '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 83 of264) 


Biomarker: Total 3-hvdroxvcotinine luc/mg Creatinine) _ Analvtiral tab: Hanueatc 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 

Non-Smokcra 

P-vaIue a 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

9 of BLQ/ALQ Values 

18 

5.847,3.827 

4.1160. 0.9701 

5.353 

0.076,15.997 

0.076,15,997 

010 

30 

0.008, NA 

0.0122, 0.0022 

0.002 

0 000, 0.052 
0,001,0.042 

8/0 

<.0001 

32 

6.788,4.823 
4.9747,0.8794 

5 406 

0.154,18.383 

0.676.18.231 

0/0 

35 

0.004, 0.003 
0.0069,0.0012 

0.002 

0.001,0.037 

0.001,0.022 

15/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

5.688, 3.726 

4.0901,0.9640 

4,759 

0.054,15.619 

0.054,15.619 

0/0 

30 

0.011, NA 

0.0217,0.0040 

0.004 

0.000, 0.099 
0.001,0.071 

2/0 

<.0001 

3! 

7.402,5.538 

5.3130,0.9542 

5.898 

0.503.20.024 

0.918,18.908 

0/0 

35 

0.005, 0.003 

0.0060, 0.0010 

0.002 

0.001.0.027 

0.001,0.021 

13/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

5.880,3.539 

4.7052,1.1412 

5.037 

0.046, 17.626 

0.046, 17.626 

0/0 

30 

0,006. 0.003 

0.0104,0.0019 

0.002 

0001,0.050 

0 001,0.026 

7/0 

<.0001 

29 

7.S37,5.667 

5.6364, 1.0466 

4.992 

1.148, 23.294 

1.303, 17.524 

0/0 

35 

0.004,0.003 

0.0050,0.0008 

0.002 

0,001.0.029 

0.001,0.010 

18/0 

<.0001 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

5.814,3.797 

4.1774,0.9846 

4.913 

0.059, 16.414 

0.059,16.414 

30 

0.008.0.004 
0.0125,0.0023 

0.003 

0.001, 0.046 

0.001,0.039 

<.0001 

32 

7.186, 5.455 
5.1148.0.9042 

5.573 

0.653,20.195 

0.914,17.186 

35 

0.004, 0.003 
0.0053.0.0009 

U.O02 

0.001,0.026 

0.001,0.021 

<■0001 


* P-vaiue from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as r 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 


Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 84 of 264) 

Biomarker: Total 3-hvdroxvcotinine (nmol'mg Creatinine) Analytical Lab: Harrogate 

Timtnoint 



Male 



Female 



Statistic 

Smokers 

Non-Smokers 

P-value - 

Smokers 

Nun-Smokers 

P-value" 


Week 1 

N 

IS 

30 

<.0001 

32 

35 

<000! 



MEAN, GEO MEAN 

30.420, 19.913 

0.039, NA 


35.319,25.093 

0.023,0.014 




SD.SE 

21.4154,5.0476 

0.0638,0.0116 


25.8835,4.5756 

0.0358,0.0061 




MEDIAN 

27.849 

0.010 


28.128 

0.010 




MIN, MAX 

0.395,83.232 

0.000,0,271 


0.801,95.647 

0.005,0.193 




5%. 95% 

0.395. 83.232 

0.005.0.219 


3.517,94.856 

0.005,0.114 




# of BLQ/ALQ Values 

0/0 

8/0 


0/0 

15/0 



Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 



MEAN, GEO MEAN 

29.593,19.388 

0.059, NA 


38.511,28.813 

0.025,0.015 




SD.SE 

21.2809. 5.0160 

0.1128,0.0206 


27.6433.4.9649 

0.0314.0.0053 




MEDIAN 

24.761 

0.019 


30.687 

0.010 




MIN, MAX 

0.281,81.266 

0.000.0,515 


2.617, 104.185 

0.005,0.140 




5%, 95% 

0.281,81.266 

0.005,0.369 


4.776, 98.378 

0.005,0.109 




# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

13/0 



Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 



MEAN, GEO MEAN 

30.593,18.410 

0.032.0.015 


39.214,29.486 

0.021.0.014 




SD.SE 

24.4813, 5.9376 

0.0541,0.0099 


29.3260, 5.4457 

0.0262,0.0044 




MEDIAN 

26.208 

0.010 


25.973 

0.010 




MIN. MAX' 

0.239,91.708 

0 005,0.260 


5.973, 121.199 

0.005,0.151 




5%, 95% 

0.239,91.708 

0.005,0.135 


6.780,91.177 

0.005,0.052 




# of BLQ/ALQ Values 

<vo 

7/0 


0/0 

18/0 



Overall* 

N 

18 

30 

<.000! 

32 

35 

<.0001 



MEAN. GEO MEAN 

30,249,19.747 

0.043,0.020 


37.388, 28.380 

0.023,0.016 




SD.SE 

21.7351,5.1230 

0.0652,0.0119 


26.6119, 4.7044 

0.0275.0,0046 




MEDIAN 

25.563 

0.016 


28.996 

0.012 




MIN. MAX 

0JUS, 85.402 

0.003,0.241 


3.399, 105.075 

0.005,0.135 




5%, 95% 

0.305, 85.402 

0005.0.203 


4.755,89.417 

0.005,0.111 




a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g,, ’<1,234’will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarken Tolal 3 -bydrtwycorinine { ( nK'mg CreatinineVcigarette per day) Analytical Lab: Harrogate 

Timepoint 


Male 



Female 


Statistic 

Smokers Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 

NA 

32 


NA 


MEAN, GEO MEAN 

0.457,0.302 


0.457,0.365 




SD.SE 

0.5352, 0.1261 


0.3435,0.0607 




MEDIAN 

0.373 


0.377 




MIN. MAX 

0021.2.536 


0.077.1.823 




5%. 95% 

0.021,2.536 


0.161,1.054 




# of BLQ/ALQ Values 

0/0 


(VO 



Week 2 

N 

18 

NA 

31 


NA 


MEAN, GEO MEAN 

0.683,0.295 


0.545,0.452 




SD, SE 

1.5982,0.3767 


0.3337,0.0599 




MEDIAN 

0.342 


0.479 




MIN, MAX 

0.018,7.069 


0.139,1.274 




5%, 95% 

0.018,7.069 


0.171,1.211 




# of BLQ/ALQ Values 

0/0 


0/0 



Week 3 

N 

17 

NA 

29 


NA 


MEAN, GEO MEAN 

0,551,0.333 


0.488,0.410 




SD, SE 

0.6392,0.1550 


0,3344.0.0621 




MEDIAN 

0.420 


0.326 




MrN, MAX 

0.015,2.859 


0.151,1.709 




5%. 95% 

0.015,2.859 


0.186.1.165 




ft of BLQ/ALQ Values 

0/0 


0/0 



Overall* 

N 

18 

NA 

32 


NA 


MEAN. GEO MEAN 

0.559,0.317 


0.505,0.428 




SD, SE 

0.9084,0.2141 


0.3106,0.0549 




MEDIAN 

0.392 


0.435 




MIN, MAX 

0.019,4.155 


0.163,1.389 




5%, 95% 

0.019,4.155 


0.187,1-346 




NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
s P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Total 3-hydroxy cotinine ((nmol/mfi CreatinineVcicarette per day) 

Analytical Lab: Haironale 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vaIue‘ 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

1 $ 


NA 

32 


NA 


MEAN, GEO MEAN 

2.376, 1.569 



2.376, 1.900 




SD.SE 

2.7846,0.6563 



1.7873, 0.3160 




MEDIAN 

1.940 



I960 




MIN, MAX 

0.107,13.195 



0.401,9.486 




5%, 95% 

0.107.13.195 



0.839, 5.486 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

3.552, 1.536 



2.833,2.350 




SD, SE 

8.3151. 1.9599 



1,7359,0.3118 




MEDIAN 

1.780 



2.490 




MIN. MAX 

0.094,36.780 



0.725, 6.629 




5%, 95% 

0.094, 36.780 



0.890, 6.299 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

2.865. 1.732 



2.538. 2.133 




SD. SE 

3.3257, 0.8066 



1.7400,0.3231 




MEDIAN 

2.184 



1.695 




MIN, MAX 

0.080,14.876 



0.786, 8.891 




5%, 95% 

0.080,14.876 



0.969, 6.061 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall’ 

N 

18 


NA 

32 


NA 


MEAN,GEO MEAN 

2.907,1.649 



2,625,2.227 




SD, SE 

4.7263,1.1140 



1.6155,0.2856 




MEDIAN 

2.037 



2.263 




MIN, MAX 

0.102, 21.617 



0.850, 7.227 




5%, 95% 

0.102,21.617 



0.974.7.002 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Tola] 3-hydroitycotinine (ng/mL) Analytical Lab: Harrogate 


Timepomt 



Male 



Female 


Statistic 

Smokers 

Non-Smokere 

P-value" 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

18 

30 

<■0001 

32 

35 

<0001 


MEAN, GEO MEAN 

5422.5,3090.8 

8.4,3.6 


4520.5,3158,8 

2.7.1.8 



SD, SE 

6007.04,1415.87 

17.48,3.19 


3406.88, 602.26 

3.64,0.62 



MEDIAN 

3942.6 

3.2 


3835.6 

i.i 



MIN. MAX 

57.0,26581.8 

1.0,96.1 


67.5,15165.6 

1.0,18.0 



5%, 

57.0,26581.8 

1.0,21.5 


547.1,12291.4 

1.0,14.4 



# of BLQ/ALQ Values 

0/0 

8/0 


0/0 

15/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

5759.2,3582.1 

13.2,4.2 


6105-6, 4281.4 

3 .0, 2 .0 



SD. SE 

5203.34, 1226.44 

31 84, 5.81 


4702.90. 844.67 

3.77, 0.64 



MEDIAN 

4781.9 

2.7 


4802.7 

1.3 



MIN, MAX 

53.8,23327.3 

1.0,169.4 


276.3,16335.0 

1.0,17.5 



5%, 95% 

53.8,23327.3 

1.0,57.6 


968.5, 16284.7 

1.0,13.6 



# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

13/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

4831.2,2900.2 

6.8, 3.1 


5180.2,3871.9 

2.2, 1.6 



SD, SE 

3990.41,967.82 

12.95,2.36 


4458.33, 827.89 

2.40,0.41 



MEDIAN 

4218.2 

2.5 


3922.3 

1.0 



MIN, MAX 

49.9, 14967.4 

1.0,69.1 


703.4,23404,7 

1.0,12.5 



5%, 95% 

49.9,14967.4 

1.0,21.9 


898.7,11352.7 

1.0, 6.9 



ff of BLQ/ALQ Values 

0/0 

7/0 


0/0 

18/0 


Overall' 

N 

IS 

30 

<0001 

32 

35 

<0001 


MEAN. GEO MEAN 

5401.5,3535.S 

9.5,42 


51598,3843.3 

2.7,1.9 



SD, SE 

4129.77,973 40 

16.09,2.94 


3827.67, 676 64 

2.76,0.47 



MEDIAN 

.4004.8 

3.5 


3829.5 

1.3 



MIN, MAX 

53.6, 18644.1 

1.0,66.3 


349.1,18285.0 

1.0,12,3 



5%, 95% 

53.6, 18644.1 

1.0,61.9 


835.5,11100.3 

1.0, 11.3 



8 P-value from Witcoxon rank-sum test. 

■ Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g- ’<1.234'will be used as '1234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Bio marker: Total 3-hydroxy coti nine (nmol/L) 

Analytical Lab: Harrogate 

Male " 





Timeooint 





Female 


Statistic 

Smokers 

Non-Smoke re 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN. GEO MEAN 

28213.3,16081.4 

43.9,18.6 


23520.0,16435.2 

13.9,9.2 



SD.SE 

31254.64,7366.79 

90.93, 16.60 


17726.02,3133.55 

18.94, 3.20 



MEDIAN 

20513.4 

16.7 


19956.6 

5.7 



MIN, MAX 

296.6,138305.1 

5.2,500.0 


351.2,78906.6 

5.2.93.7 



5%, 95% 

296.6. 138305.1 

5.2.111.9 


2846.6,63952.2 

5.2, 74.9 



» of BLQ/ALQ Values 

0/0 

8/0 


0/0 

15/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.000! 


MEAN, GEO MEAN 

29965.1,18637.5 

68.6,21.8 


31767.7, 22275.9 

159,10.3 



SD.SE 

27072.96,6381.16 

165.69, 30.25 


24469.20,4394.80 

19.64,3.32 



MEDIAN 

24880.2 

14.1 


24988.4 

6.8 



MIN. MAX 

279.9,121371.9 

5.2,881.4 


1437.6,84991.0 

5.2,91.1 



5%. 95% 

279.9, 121371.9 

5.2,299.7 


5039.1,84729.3 

5.2,70.8 



i* of BLQ/ALQ Values 

n/o 

2/0 


0/0 

13/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

25136.6, 15089.8 

35.6,16.4 


26952.4,20145,6 

11.6. 8.4 



SD.SE 

20762.11,5035.55 

67.36, 12.30 


23196.68,4307.52 

12.50,2.11 



MEDIAN 

21947.3 

12.8 


20407.7 

5.2 



MIN, MAX 

259.6,77875.4 

5.2,359.5 


3659.8, 121774.7 

5.2,65.0 



5%, 95% 

259.6, 77875.4 

5.2,113.9 


4675.9,59068.1 

5.2,35.9 



#orBLQ/ALQ Values 

0/0 

7/0 


0/0 

18/0 


Overall’ 

N 

18 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

28104.0,18394.8 

49.4,22.0 


26846.2,19996.4 

13.8,9.9 



SD.SE 

21487.20,5064.58 

83.69, 15.28 


19915,37,3520,57 

14.36,2.43 



MEDIAN 

26040.0 

18.2 


19924.9 

6.8 



MIN, MAX 

278.7, 97005.2 

5.2,344.8 


1816.2, 95136,9 

5.2, 64.0 



5%, 95% 

278.7, 97005,2 

5.4,322.2 


4347.1,57754.9 

5.2, 58.8 



a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., ’<1.234’ will be used as 1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Total 3-hydroxy cotinine ((ng/mp/cigarette per day) _ Analytical Lab: Harrogate 


Male _ _Female 


Timepoim 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

336.1,243.6 



308.3, 239.2 




SD, SE 

236.01,55.63 



222.79, 39.38 




MEDIAN 

306.9 



240.2 




MIN. MAX 

19.0, 886.1 



33.8, 824.6 




5%, 95% 

19.0,886.1 



67.7, 794.9 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

477.4, 283.7 



449.6, 349.1 




SD, SE 

543.13, 128.02 



366.34. 65.80 




MEDIAN 

367.S 



361.8 




MIN, MAX 

17.9,2304.5 



113.1, 1898.5 




5%. 95% 

17.9,2304.5 



124,6, 1113.5 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

510.7,272.8 



339.8, 280.1 




SD, SE 

703.82,170.70 



238.87, 44.36 




MEDIAN 

319.2 



239.8 




MIN, MAX 

16.5,2993.5 



94,8,1017.6 




5%, 95% 

16.5,2993.5 



122.3, 950.2 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall’ 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

439.2.290.4 



371.6,300.9 




SD, SE 

421.42.99.33 



266.90, 47.18 




MEDIAN 

379.5 



284.2 




MIN, MAX 

17.8. 1912,2 



104.8,1253.8 




5%, 95% 

17.8,1912.2 



118.2, 924.4 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as '1.234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarket: Total 3-liydroxvcotinine (Cnmol/LVcicarette uerdavl 

Analytical Lab: Harrogate 






Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-vatue* 

Smokers 

Non-Smokers 

P-valuc J 


Week 1 

N 

IS 

NA 

32 


MEAN, GEO MEAN 

1748.6, 1267.3 


1604,1. 1244.5 


SD.SE 

1227.94, 289.43 


1159.16,204.91 


MEDIAN 

1596.7 


1249.7 


MIN, MAX 

98.9,4610.2 


175.6.4290.4 


5%, 95% 

98.9,4610.2 


352.3,4135.8 


# of BLQ/ALQ Values 

0/0 


0/0 

week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

2484.1, 1476.3 


2339.4. 1816.6 


SD.SE 

2825.84, 666.06 


1906.12. 342.35 


MEDIAN 

1912.0 


1882.5 


MIN, MAX 

93.3,11990.1 


588.3, 9878.0 


5%, 95% 

93.3,11990.1 


648.0, 5793.7 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN. GEO MEAN 

2657.0, 1419.3 


1768.2, 1457.4 


SD.SE 

3661.97.888.16 


1242.87, 230.79 


MEDIAN 

1661.0 


1247.7 


MIN, MAX 

86.5,15575.1 


493.0,5294.6 


5%. 95% 

86.5. 15575.1 


636.1,4943.7 


# of BLQ/ALQ Values 

0/0 


WO 

Overall* 

N 

18 

NA 

32 


MEAN. GEO MEAN 

2285.1, 1511.3 


1933.4, 1565.3 


SD, SE 

2192.66,516.81 


1388.68,245.49 


MEDIAN 

1974.4 


1478.7 


MIN. MAX 

92.9.9949.3 


545.2, 6523.5 


5%. 95% 

92.9, 9949.3 


614.7.4809.9 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarken Total Cotinine (u&/24hr) Analytical Lab: Harrogate 




Male 



Female 


Tirocpoint 

Statistic 

Smokers 

Non-Smokera 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%,m 

n of BLQ/ALQ Values 

18 

4697.127,3151,036 

3405.8661,802.7703 

4337.910 

44.556, 14394.338 

44.556, 14394,338 

0/0 

30 

7.373,3.378 
10.9875.2.0060 

1.985 

0 950, 46.593 
1.030,31.240 

11/0 

<.0001 

32 

4980.328, 3583 251 
3510.2690,620.5337 

4470 819 

100.100, 17099,775 
720.720,10349 625 

0/0 

35 

3.560,2.535 

4.1082,0.6944 

2.565 

0.570,20.150 

0.800, 16.174 

22/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

n of BLQ/ALQ Values 

18 

4529.454, 3076.865 
2787.8435,657.1010 
4738.128 

25.650.11710.980 

25.650.11710.980 

0/0 

30 

9.251.3.780 

17.8779,3.2640 

3.046 

0 625,95.190 
0.820.27.225 

12/0 

<0001 

31 

5307.500,4056.020 

3184.5950,625.8517 

5108.532 

240.900,16352.593 
735.694,14208.645 

WO 

35 

3.933,2.847 

3.5793,0.6050 

2.480 

0.750,13.755 

0.915,12.760 

20/0 

<.0001 

Week? 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#uf BLQ/ALQ Values 

17 

5082.502,3029 686 
3857.0403,935.4697 
3803.840 

21.379, 13322.126 

21.379, 13322.125 

0/0 

30 

6.551,3.654 

9.7076,1.7724 

2.654 

1.350.43.940 

1.430, 33.930 

14/0 

<0001 

29 

5097.602,4137.160 

2623.3481,487.1435 

5222.505 

520.428, 10294.830 
756.280.9606.210 

0/0 

35 

3.155,2.484 

2.9360.0.4963 

2.395 

0.990, 15.268 

1.034, 11.925 

25/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

4774.447,3201.346 
3149.1211,742.2550 
4549.285 

30.528, 13142.481 

30.528, 13142.481 

30 

7.725, 3.939 
11.0103,2.0102 

2.795 

1.133,48.539 

1.193, 30.177 

<.0001 

32 

5005.216.3905.527 

2989.8478,528.5354 

5168.867 

287,143. 12691.083 
834.401, 10962.570 

35 

3.549.2.768 

2.9976,0.5067 

2.532 

0.967, 11.705 

1.167, 11.541 

<.0001 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '< 1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers arid Non-Smokers by Gender of 24-Hour Urine Biumaiieis of Exposure by Tirnepoint and Overall 

{Page 92 of 264) 


Biomaiker: Total Cotinine (nmoIj24hr) _ Analytical Lab: Harrogate 





Male 



Female 


Tirnepoint 

Statistic 

Smoke re 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-vaJue* 

Week 1 

N 

MEAN. GEO MEAN 
SD, SE 

MEDIAN 

M!N, MAX 

5%, 95% 

# oi'BLQ/ALQ Values 

IS 

26656.198, 17882.131 
19328.2899, 4555.7216 
24617.64(1 
252.855,81687868 
252.855,81687.868 

0/0 

30 

41.839. 19.170 

62.3538, 11.3842 

11265 

5.391,264.415 

5.845,177.287 

11/0 

<0001 

32 

2R263.359, 20334.948 
19920.7764,3521.5290 
25371.898 
568.068,97041.223 
4090.086,58734.122 

0/0 

35 

20.202, 14.390 
23.3141,3.9408 

14.556 

3 235, 114.351 

4.540, 91.787 

22/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SO, SF. 

MEDIAN 

MIN, M.AX 

5%. 95% 

ff of BLQ/ALQ Values 

18 

25704.650, 17461.209 
15821.0119,3729.0483 
26888.877 

145.564.66459.812 

145.564.66459.812 

WO 

30 

52.500,21.453 

101.4570, 18.5234 

17.286 

3.547.540.203 

4.654,154.502 

12/0 

<.0001 

31 

30120.061,23017.9 M 
19775.0765, 3551.7086 
28990.919 

1367.108,92800.965 
4175.063,80634.060 

0/0 

35 

22.322, 16.155 

20.3127, 3.4335 

14.074 

4.256, 78.060 
5.193,72.413 

20/0 

<.0001 

Week 3 

N 

MF.AN, GEO MEAN 
SD, SE 

MEDIAN 

MW, MAX 

5%. 95% 

rf of BLQ/ALQ Values 

17 

28843.196, 17193.472 
21888.7039, 5308.7905 
21586.792 
121.326,75603.065 
121.326,75603.065 

0/0 

30 

37.175,20.737 

55.0906,10.0581 

15062 

7.661,249.360 

8.115, 192.553 

14/0 

<0001 

29 

28928.891,23478.382 
14887.5004, 2764.5394 
29638056 

2953.429, 58423.160 
4291.889,54515.242 

0/0 

35 

17.902, 14.098 

16.6615,2.8163 

13 592 

5.618, 86.646 
5.865,67.674 

25/0 

<.0001 

Overall' 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

1R 

27094.985, 18167.650 
17871.2622,4212.2969 
25817.193 
173.248,74583.582 
173.248,74583.582 

30 

43.838.22.354 

62.4834,11.4079 

15.859 

6.432,275.461 

6.772, 171.255 

<0001 

32 

28404,604,22163.866 

16967.3859,2999.4384 

29333.321 

1629.535, 72021.894 
4735,227,62212.586 

35 

20,142,15.706 
17.0113,2,8754 

14.935 

5.456, 66.424 
6.621,65,497 

<0001 


* P-value from WilcoxOn rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1,234'’will be used as ’1,234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 22-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 93 of264) 


Biomarker: Total Cotinine {(pft/24hrVciftarette per day) Analytical Lab: Harrogate 

Male 



Female 


Timepoint Statistic Smokers Non-Smokers 

P-vaiue* 

Smokers 

Non-Smokers 

P-value' 


Week 1 

N 

IS 

NA 

32 


MEAN. GEO MEAN 

317.798, 248,311 


336.076,271.330 


SD.5E 

202.5497,47.5943 


284.6036, 50.3113 


MEDIAN 

257.105 


290.369 


MIN, MAX 

14.852, 761.880 


50.050. 1709.978 


5%. 95% 

14.852.761.880 


67.906,608.801 


# of BLQ/ALQ Values 

W0 


0/0 

Week 2 

N 

IS 

NA 

31 


MEAN, GEO MEAN 

363.151,243.714 


401.127,330.767 


SD, SE 

406.4886, 95.8103 


316.2812,56.8058 


MEDIAN 

273.776 


299.705 


MIN, MAX 

8.550, 1900.378 


154.802, 1578.738 


5%, 95% 

8.550,1900.378 


168.956,1113.879 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

395.614,284.965 


349.524, 299.300 


SD. SE 

238.6764, 57.8875 


205.2411,38.1123 


MEDIAN 

397.482 


266.882 


MIN, MAX 

7.126,918.949 


104.652,870.428 


5%, 95% 

7.126,918.949 


130.107,845.604 


4 of BLQ/ALQ Values 

0/0 


0/0 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

356.143,267.708 


360.842, 307.890 


SD, SE 

237.1620, 55.8996 


244.4457,43.2123 


MEDIAN 

280.147 


273.036 


MIN, MAX 

10,176, 1032.382 


123.497, 1376.107 


5%, 95% 

10.176,1032.382 


140.352, 735.186 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLtyALQ values were converted to the limit 
r of the quantification (e.g,, '<1.234 1 will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values tor the overall statistics. 

f 

i 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender oF24-Hour Urine Bio markers of Exposure by TimepoiiU and Overall 

(Page (>4 of 264} 


Biomarkcr: Total Cotinine ((nmol/24hrVcigarette per day) Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokcre 

Non-Smokers 

P-value' 

Week [ 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1803.502,1409.164 

1148.3342,270.6650 
1459.071 

84.285.4323.669 

84285.4323.669 

010 


NA 

32 

1907.232, 1539.798 
1615.1252, 285.5165 
1647.840 

284 034,9704.122 

385.369, 3454.948 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

f of BLQ/ALQ values 

18 

2060.879,1383.077 
2306.8222, 543.7232 
1553.675 

48.521. 10784.643 

48.521.10784.643 

0/0 


NA 

31 

2276.398, 1877.105 

1794 8960, 322.3728 
1700.826 

878.503,8959.340 
958.827,6321.264 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

2245.111,1617.182 
1354.4876,328.5115 
2255.712 
40.442,5215.035 

40.442, 5215.035 

0/0 


NA 

29 

1983.549, 1698 525 
1164.7429,216.2873 
1514.553 

593.900,4939.676 

738.357,4798.800 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

2021.113, 1519.244 
1345.8940,317.2302 
1589.832 

57.749, 3838./64 

57.749, 5858.764 


NA 

32 

2047.778, 1747.273 
1387.2286,245.2297 
1549.477 

700,849,7820.754 

796.500. 4172.178 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

B P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<] .234* will be used as ’! .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 95 of 264) 


Biomarker; Total Cotinine (uK/me Creatinine) 

Analytical Lab: Harrogate 







Male 



Female 

Timepoint Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 


Week 1 

N 

IS 

30 

<-0001 

32 

35 


MEAN, GEO MEAN 

3.409,2.384 

0.005, NA 


4.265, 3.125 

0.003, NA 


SD.SE 

2.1337,0.5029 

0.0074,00014 


2.5826, 0.4565 

0.0036,0.0006 


MEDIAN 

3.233 

0001 


4.284 

0.002 


MIN, MAX 

0.042.8.403 

0.000.0.033 


0.083, 10.371 

0.000.0.015 


5%, 95% 

0042,8.403 

0.001,0021 


0.473,8.958 

0.001,0.014 


It of BLQ/ALQ Values 

0/0 

11/0 


0/0 

22/0 

Week 2 

N 

18 

30 

<.0001 

31 

35 


MEAN, GEO MEAN 

3.265,2.263 

0.007, NA 


4.176,3.220 

0.003, 0 002 


SD, SE 

1.9738,0 4652 

00164,0.0030 


2,7789,0.4991 

0.0031.0.0005 


MEDIAN 

2.968 

0.002 


3.723 

0.002 


MIN. MAX 

0.029,7.522 

0.000,0091 


0.240, 12.831 

0.001,0.015 


5%. 95% 

0029,7.522 

0.001,0.015 


0.636,9.853 

0.001,0.009 


# of BLQ/ALQ Values 

0/0 

12/0 


0/0 

20/0 

Week 3 

N 

17 

30 

<.0001 

29 

35 


MEAN. GEO MEAN 

3.363, 2.188 

0.004,0.002 


4.440, 3.529 

0.003,0.002 


SD, SE 

2.1802.0.5288 

0.0054.0.0010 


2.7980, 0.5196 

0.0035, 0.0006 


MEDIAN 

2.961 

0.002 


3.807 

0.002 


MIN. MAX 

0.019. 7.284 

0 001,0.025 


0.518,11.859 

0.001, 0-020 


5%, 95% 

0.019, 7.284 

0.001,0.019 


0.832, 10.517 

0.001,0.008 


# of BLQ/ALQ Values 

&0 

L4/0 


0/0 

25/0 

Overall" 

N 

18 

30 

<0001 

32 

35 


MEAN, GEO MEAN 

3.344,2.331 

0.005,0.002 


4.291,3.340 

0.003, 0.002 


SD.SE 

2.0124,0.4743 

0 0083,0.0015 


2.6178,0.4628 

0.0030, 0-0005 


MEDIAN 

3.191 

0.002 


3.974 

0.002 


MIN, MAX 

0030, 7.123 

0.001,0.042 


0.280, 10.694 

0.001,0.015 


5%, 95% 

0.030,7.123 

0.001, 0.018 


0.733, 8.923 

0.001,0.010 


<.000[ 


<.0001 


<.0001 


<•0001 


' P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the R t.Q/A I ,Q values were, converted to the limit 
of the quantification (e.g., '<1.234’ will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Sinokcra by Gender of 24-Huur Urine Biumarkers of Exposure by Timepoint and Overall 

(Page 96 of264) 


Biomarker: Total Cotinine (nmol/mg Creatinine) Analytical tab: Harrogate 


Timepcint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value - 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

19.343,13.527 

0.026, NA 


24.206, 17.733 

0.0I8.NA 



SD.SE 

12.1086,2,8540 

0.0420,0.0077 


14.6561.2.5908 

0.0202,0.0034 



MEDIAN 

18.345 

0.006 


24.m 

0 011 



MIN, MAX 

0238,47 687 

0.000,0.187 


0.471,58.855 

0.000,0.085 



5%, 95% 

0.238,47.687 

0.006,0.119 


2.684,50.837 

0.006, 0.079 



# of BLQ/ALQ Values 

0/0 

11/0 


0/0 

22/0 


Week 2 

N 

IS 

30 

90001 

31 

35 

<-.0001 


MEAN. GEO MEAN 

18.530, 12.843 

0.038, NA 


23.701, 18.276 

0.019, 0.014 



SD.SE 

112015,2.6402 

0.0932,0.0170 


15.7703, 2.8324 

0.0173, 0,0029 



MEDIAN 

16.841 

0.009 


21.128 

0.011 



MIN, MAX 

0.165,42.687 

0.000,0.516 


1.362,72.816 

0.006,0.085 



5%. 95% 

0.165,42.687 

0.006.0.085 


3.609,55.916 

0.006,0.051 



# of BLQ/ALQ Values 

0/0 

12/0 


0/0 

20/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

19086, 12.417 

0.021,0.012 


25.199,20.024 

0.017,0.013 



SD. SE 

12.3729,3.0009 

0.0306. 0.0056 


15.8784.2.9485 

0.0196.0.0033 



MEDIAN 

16.804 

0.011 


21.605 

0.011 



MIN. MAX 

0.108,41.337 

0.006. 0.142 


2.940, 67.300 

0.006,0.114 



5%. 95% 

U.10S, 41.337 

0.006, 0.108 


4.722, 59.684 

0.006,0.045 



#of BLQ/ALQ Values 

0/0 

14/0 


0/0 

25/0 


Overall' 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN. GEO MEAN 

18.974,13.230 

0.028, 0.014 


24.354,18.957 

0.018,0.014 



SD.SE 

11.4205,2.6918 

0.0475. 0.0087 


14.8558,2.6262 

0.0170,0.0029 



MEDIAN 

18.107 

0.010 


22.550 

0.011 



MIN, MAX 

0.170,40.425 

0.004. 0.240 


1.591,60.690 

0.004, 0.085 



5%, 95% 

0.170,40.425 

0.004, 0,104 


4. J 62,50.636 

0.006, 0.057 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BIQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification fe.g., ’<1.234’will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gentler of 24-HourUrine Biotnarkers of Exposure by Timepoint and Overall 

(Page 97 of 2641 


Binmarker Total Cotinine (1 ngting Creatininel/cigarette per day !_ Analytical Lab: Harrogate 


Timepoint 
Week 1 


Week 2 


Week 3 


Overall' 


Male 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

N 

IS 


NA 

32 

MEAN, GEO MEAN 

030!, 0.188 



0.281,0.237 

SD.SE 

0.3833,0.0904 



0.1893,0.0335 

MEDIAN 

0.159 



0.232 

MIN, MAX 

0.014,1.681 



0.042. 1.037 

5*/», m 

0.014,1.681 



0.098,0.690 

# of BLQ/ALQ Values 

0/0 



0/0 

N 

18 


NA 

31 

MEAN, GEO MEAN 

0.384, 0.180 



0.313,0.263 

SD,SE 

0.8490,0.2001 



0.2209,0.0397 

MEDIAN 

0.178 



0.242 

MIN. MAX 

0.010, 3.761 



0.113, 1.095 

5%, 95% 

0.010, 3.761 



0.123,0.716 

# of BLQ/ALQ Values 

0/0 



0/0 

N 

17 


NA 

29 

MEAN, GEO MEAN 

0.294, 0.205 



0.316,0.255 

SD.SE 

0.2489, 0.0604 



0.2777.0.0516 

MEDIAN 

0.199 



0.233 

MIN, MAX 

0.006, 1.089 



0.080,1.482 

5%, 95% 

0.006, 1.089 



0.120,0.831 

ff Of BLQ/ALQ values 

0/0 



0/0 

N 

18 


NA 

32 

MEAN, GEO MEAN 

0.324, 0.196 



0.308. 0.263 

SD, SE 

0.4792, 0.1129 



0.2129,0.0376 

MEDIAN 

0.194 



0.241 

MIN, MAX 

0.010,2.177 



0.104.1.205 

5%, 95% 

0.010,2.177 



0.111,0.584 


Female 

Non-Smokeis 


P-value J 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original blomartcer and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 

* P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLO/ALO values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e .g., '<] ,234' will be used as ' 1.234') for the averages across visits within a subject thus eliminating all B LQ/ALQ values for the Qverall statistics. 
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Table 142.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 98 of 264) 


Biomaiker: Total Cotinine ((nmol/mc CreatinineVciEarcttc per day 1 

Analytical Lab: Harrogate 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Noit-Smokeis 

P-value' 

Week ! 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

1.710, 1.066 



1.597,1.343 




SD, SE 

2.1745.0.5125 



1.0751,0.1900 




MEDIAN 

0 903 



1.311 




MIN. MAX 

0.079.9.537 



0.236,5.886 




5%. 95% 

0.079,9.537 



0.555,3.918 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

2.178,1.017 



1.775, 1.490 




SD, SE 

4.8185, 1.1357 



1.2531,0.2251 




MEDIAN 

1.011 



1374 




MIN, MAX 

0.055, 21.344 



0,639, 6.213 




5%, 95% 

0.055,21.344 



0.700, 4.063 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

1.668, 1.168 



1,791, 1.449 




SD, SE 

1.4125.0.3426 



1.5764, 0.2927 




MEDIAN 

1.129 



1.321 




MIN, MAX 

0.036,6.180 



0.455, 8.413 




5%. 95% 

0.036,6.180 



0.680,4.718 




ff of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN. GEO MEAN 

1.837. 1.113 



1.747.1.493 




SD, SE 

2.7193.0.6409 



1.2081,0.2136 




MEDIAN 

1.101 



1.368 




MIN, MAX 

0.057, 12.354 



0.588. 6.837 




5%, 95% 

0.057, 12.354 



0.628, 3.315 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of (he quantification (e.g., ’<1.234’willbeusedas 1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14:2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biormrkers of Exposure by Timcpoint and Overall 

(Page 99 of 264) 


Biomarker: Total Cotinine tna/mU Analytical Lab: HairoEate 



Male 



Female 



Timenomt Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value' 


Week 1 N 

IS 

30 

*0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

3253.1, 1925.2 

4.5,2.3 


3150.1,2046.6 

1.8, 1.4 



SD.SE 

3277.32, 772.47 

7.06,1.29 


2736.60,183.77 

1.77,0.30 



MEDIAN 

1979 1 

1.5 


2234.6 

1.0 



MIN, MAX 

316.12250 5 

1.0,35 5 


36.4,12610.5 

1.0, 7.1 



5%, 95% 

31.6,12250.5 

1.0,16,7 


348.7. 8279.7 

1.0.6.7 



ft of BLQ/ALQ Values 

0/0 

11/0 


0/0 

22/0 



Week 2 N 

IS 

30 

<0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

3373.5,2173.6 

5.2, 2.4 


3802.3,2490.0 

1.9, 1.5 



SD. SE 

2964.30. 69S 69 

7 93,1.45 


3672.50, 659.60 

1.52,0 26 



MEDIAN 

23S7.9 

1.5 


2731.6 

1.0 



MIN, MAX 

2S.5.13012.2 

1.0.33.4 


132.0, 18373.7 

1.0,5.8 



5%, 95% 

2S.5,13012.2 

1.0,23.2 


503.9,9222.8 

1.0,5.5 



ff of BLQ/ALQ Values 

0/0 

12/0 


0/0 

20/0 



Week 3 N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

2794.4, 1791.9 

3.6,2.1 


3210.5, 2410.8 

1,6.1.3 



SD, SE 

1879.15,455.76 

6.18,1.13 


2211.83,410.73 

1.52,0.26 



MEDIAN 

2377.4 

1.4 


2429.1 

1.0 



MIN, MAX 

20.4,5701.3 

1.0,33.8 


279.8, 7919.1 

1.0,88 



5%, 95% 

20.4,5701.3 

1.0,11.7 


540.2, 7304.4 

1.0,45 



# of BLQ/ALQ Values 

0/0 

14/0 


0/0 

25/0 



Overall* N 

18 

30 

<0001 

32 

3.4 

<0001 


MEAN, GEO MEAN 

3167.0, 2117.4 

4.4,2,5 


3306.6, 2322.6 

18,1.5 



SD, SE 

2358.10, 555.81 

5.89,1.07 


2691.91,475.87 

1.40,0.24 



MEDIAN 

3091.3 

1.8 


2198.6 

1.1 



MIN, MAX 

26.8,9891.3 

1.0,27.1 


149.4, 12581.8 

1.0, 6.9 



5%, 95% 

26.8,9891.3 

1.0, 17.1 


464.3, 7394,7 

1 0, 5.5 




m P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,* ’<1,234’ will be used as ’1,234’) for the averages across visits within a subject thus eliminating alt BLQ/ALQ values fbr the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoitttand Overall 

(Page 100 of 204) 


Biomarker. Total Cotinine (nriioL-'L) Analytical Lab: Hamogare 


Timepoint 

Statistic 

Smokers 

_ Male 

Non-Smokers 



Female 


P-vahie’ 

Smokers 

Non-Smokers 

P-value' 

week 1 

N 

18 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

18461.1, 10925.4 

25.3,13.1 


17876.9, 11614.6 

10.4,8.1 



SD.SB 

18598.98, 4383.78 

40.09, 7.32 


15530.19,2745.38 

10.06, 1.70 



MEDIAN 

11231.4 

8.3 


12681.1 

5.7 



MIN, MAX 

179.3,69521.6 

5.7,201.5 


206.6,71564.6 

5.7,40.3 



5%. 95% 

179.3.69521,6 

5.7,94.8 


1978.9,46987.3 

5.7,38.0 



# of BLQ/ALQ Values 

0/0 

11/0 


O/O 

22/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

19144.4, 12334.9 

29.5, 13.8 


21577,8, 14130.7 

10.8, 8.7 



SD, SE 

16822.38. 3965.07 

44.99, 8.21 


20841.45.3743.24 

8.63, 1.46 



MEDIAN 

13551.4 

8.5 


15501.8 

5.7 



MIN, MAX 

161.7, 73844.2 

5.7,189.5 


749.1, 104270.7 

5.7,32.9 



5%, 95% 

151.7, 73844.2 

5.7,131.7 


2859.6,52339.4 

5.7,31.2 



ft of BLQ/ALQ Values 

0/0 

12/0 


0/0 

20/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

15858.2,10169.2 

20.6,11.8 


18219.8,13681.3 

8.9, 7.2 



SD, SE 

10664.18.2586.44 

35.06.6.40 


12552.13. 2330.87 

8.63.1.46 



MEDIAN 

13491.7 

7.7 


13785.1 

5.7 



MIN, MAX 

115.8, 32354.9 

5.7,191.8 


1587.9,44940.9 

5.7,49.9 



5%, 95% 

115.8.32354.9 

5.7, 66.4 


3065.6,41452.5 

5.7,25.5 



# of BLQ/ALQ Values 

0/0 

14/0 


0/0 

25/0 


Overall* 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

17972.4,12017,3 

25.1,14.2 


18765.0,13180.7 

10.0.8.3 



SD, SE 

13382.22, 3154.22 

33.38,6.09 


15276.63,2700.55 

7.89,1.33 



MEDIAN 

17543.0 

10.3 


12476.8 

6.3 



MIN, MAX 

152.3, 56133.3 

5.7.153.6 


847.9, 71401.7 

5.7, 39.0 



5%, 95% 

152.3, 56133.3 

57.97.2 


2634.7,41965.1 

5.7,31.0 



4 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging tlie results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to (be limit 
of the quantification (e.g., ’<1.234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for Ute overall statistics. 
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Table 1+.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Blomarkers of Exposure by Timepoint and Overall 

(Page 101 of 264) 


Bioinarker Total Cotinine ((n^'raLVcigarette per day) Analytical Lab: Harrogate 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokeis 

Non-Smokers 

P-value l 

Week [ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

217.7, 151.7 

198.77, 46.85 

130.3 

10.5.842.8 

10.5.842.8 

0/0 


NA 

32 

203.7, 155 0 

156.49,27.66 

162.6 

18.2.698.0 

56.1,573.2 

0/0 


NA 

week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# Of BLQ/ALQ Values 

18 

266.3, 172.2 
278.90,65.74 

205.0 

9.5,1226.1 

9.5,1226.1 

0/0 


NA 

31 

270.0.203.1 

224.22, 40.27 

191.9 

55.3,956.8 

57.9,918.7 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

276.0,168.6 
301.66.73,16 

156.9 

6.8,1140.3 

6.8,1140.3 

010 


NA 

29 

226.0, 174.4 

174.19,32,35 

181.7 

38.5, 824.2 

61.5,527.9 

0/0 


NA 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MTN, MAX 

5% 95% 

18 

251.9, 175.2 
217.21,51.20 

176.0 

8.9,885.7 

8.9, 885.7 


NA 

32 

232.6,182.4 
173.34,30.64 

191.7 

50.8, 826.3 

58.7, 647.5 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as ‘1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hcur Urine Diomarkers of Exposure by Timepomt and Overall 

(Page 102 of 264) 


Biomarker: Total Cotinine ffnmol/LVcigarera perdav) _ Analytical Lab: Harrogate _...___ 

Male _ _ Female 


Time po ml 

Statistic 

Smokers 

Non-Smokers 

P-vaJue* 

Smokers 

Non-Smokers 

P-value 1 

Week I 

N 

MEAN, GEO MEAN 

SO, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1235.4, 861.0 

1128.04, 26S.SB 

739.1 

59.8.4782.9 

59.8.4782.9 

0/0 


NA 

32 

1156.2,879,5 

888.06, 156.99 

922.9 

103.3.3960.9 

318.3.3252.9 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1511.4, 977.0 

1582.72, 373.05 

1163.4 

53.9,6957.9 

53.9,6957.9 

0/0 


NA 

31 

1532.3, 1152.4 
1272.44.228.54 

1088.8 

313.8,5429.9 

328.4,5213.5 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

ft of B LQ/ALQ Values 

17 

1566.0, 956.5 
1711.90.415.20 

890.5 

38.6,6471.0 

38.6,6471.0 

0/0 


NA 

29 

1282.5,989.8 

988.55, 183.57 

1031.3 

218.3, 4677.2 
3492,2996.1 

0/0 


NA 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

1429.7, 994.6 
1232.61,290.53 

998.8 

50.8,5026.3 

50.8, 5026.3 


NA 

32 

1319.8, 1035.0 

983.70,173.89 

1088-0 

288.3, 4689.3 

333.1, 3674.8 


NA 


NOTE: Values listed wore nomadized by taking the original biomarirer and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon tank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculaling the descriptive statistics across subjects. Count of BLQ/ALQ values does no! apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '■<1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 103 of254) 


Biomarker: Total Nicotine (ug/24hr) Analytical Lab: Harrogate 




Male 



Female 


Timepoint 

Statistic 

Smoke re 

Non-Smokers 

P-value' 

Smokeis 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

2338.361,1614224 
1411.7402,332.7504 
2319.819 
22.137,4893.750 
22.137,4893.750 

0 10 

30 

8.489,2.808 
19.1396,3.4944 

2.018 

0.530, 88.160 

0.650, 63.054 

15/0 

<.0001 

32 

2416.285,1539.707 

1963 9919,347.1880 
1879.747 
116.325,6337.875 
152.361,6081.580 

0/0 

35 

2.341, 1.999 

1.5130, 0.2558 

1 980 

0.570, 7.776 

0.800, 6.825 

28/0 

<.0001 

Week 2 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

2363.200, 1645.412 
1282.6174,302.3158 
2157.762 
10.710,4608.540 
10.710,4608.540 

0/0 

30 

14.592,2.585 

63.1483, 11.5293 

1.680 

0.625.348.555 

0.815,14.926 

19/0 

<0001 

31 

2590.040,1722.630 

2121.2380,380.9856 

2081 685 
150.672,9552.459 
192.780,5988.015 

0/0 

35 

2.392,2,059 
1.4247,0.2408 

2.160 

0.660, 7.128 

0.750,6.160 

31/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It Of BLQ/ALQ Values 

17 

2835.837, 1478.693 
2590.259.3, 628.2302 
1851.270 
10.061,7734.320 
10.061,7734.320 

0/0 

30 

3.438, 2.468 

3.7708, 0.6885 

2.125 

0.750,19.760 

0.750, 8.410 

19/0 

<0001 

29 

2679.758,2063.144 

1574.9807,2924666 

2397.850 

95.232,5749.170 

420.000.5508.024 

0/0 

35 

2.186, 2.031 

0.8578, 0.1450 

2.050 

0.940,4.740 

0.990, 3.948 

32/0 

<•0001 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

18 

2520.494, 1688.989 
1535.5364,361.9294 
2405.250 

14.303.5334.185 

14303.5334.185 

30 

8.840, 3.003 
25.2248,4.6054 

1.953 

0.977, 138.186 

1.057, 32.968 

<0001 

32 

2484.738,1756.542 
1748.7958,309.1463 
1934.386 

162.499, 6909.321 
172.571,5294.825 

35 

2.306, 2.088 
1.0526,0.1779 

2.150 

0.967,4.729 

0,980.4.724 

<.0001 


1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
i of the quantification (e.g.. '<1.234' will be used as '1,2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers ami Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 104 of 264) 


Biomarker: Total Nicotine lnmol/24hf) 

Analytical Lab: Harrottate 








Male 



Female 


Timepcint Statistic 

Smokers 

Non-Smokcre 

P-value” 

Smokers 

Non-Smokers 

P-value a 


Week I 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

144 15.995, 9951.696 
8703.3783,2051.4059 
14301,685 

136.475, 30169.969 
136.475,30169.969 

0/0 

30 

52.337, 17.310 
117.9957,21.5430 

12 438 

3.267,543.506 

4.007,388.728 

15/0 

<.0001 

32 

14896 396,9492.293 
12108.0103,2140.4140 
11588.641 

717.144.39072.999 

939.306,37492.941 

0/0 

35 

14.430, 12.327 

9.3280, 1.5767 

12.207 

3.514.47.939 

4.932,42.076 

28/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

it of BLQ/ALQ Values 

18 

14569.128, 10143.963 
7907.3364. 1863.7771 

13302.603 

66.027, 28411.649 

66.027.28411 649 

0/0 

30 

89.959, 15.936 
389.3096.71.0779 

10.357 

3.853,2148.842 

5.024.92.019 

19/0 

<0001 

31 

15967.596,10620.017 
13077.4325, 2348.7762 
12833.588 

928.893. 58890.910 
1188.489,36916.112 

0/0 

35 

14.746,12.694 

8.7832,1.4846 

13.316 

4.069, 43-944 

4.624, 37.976 

31/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

17482.938.9116 139 
15968.9487,3873.0390 
11413.080 

62.026,47682.083 

62.026, 47682.083 

0/0 

30 

21.194,15.216 
23.2470.42443 

13.101 

4.624,121.820 

4.624, 51.848 

19/0 

<.0001 

29 

16520.707, 12719.280 
9709.7562, 1803.0565 
14782.745 
587.105,35443.633 
2589.300, 33956.968 

0/0 

35 

13.478,12.521 
5.2886,0.8939 

12.638 

5.795,29.222 

6. ID3,24.339 

32/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

15538.848,10412.604 
9466.5815,2231.2947 
14828.367 
88.176,32885.249 
88.176,32885.249 

30 

54.496,18.515 
155.5111,28.3923 

12,042 

6.021, 851.919 
6.514,203.248 

<.0001 

32 

15318.412, 10829.080 
10781.3264,1905.8873 

11925.487 

1001.806,42595.964 

1063.898,32642.594 

35 

14.218. 12.873 

6.4895, 1.0969 

13.255 

5.960,29.152 

6.042,29.125 

<.0001 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values forthe overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 105 of 264) 


Biomaiker: Total Nicotine ((tiE/24hrVciEarene per day) Analytical Lab: Harrocate 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-value* 

week 1 

N 

MEAN, GEO MEAN 

SD. SB 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

18 

177.936, 127.206 
145.8632,34.3803 

145.361 

7.379.621.350 

7379.621.350 

0/0 


NA 

32 

148.100. 116.589 
105.9746, 18.7338 

125.143 

23.919.425.737 

36.547.416.448 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

240.351,130331 
416,7763, 98.2351 

143.851 

3.570, 1882398 

3.570, 1882398 

0/0 


NA 

31 

185397,140.480 
153.8084,27.6248 

121.153 

38.556, 665335 

46.464,569.535 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

H of BLQ/ALQ Values 

17 

192.733, 139.084 
109.6650, 26.5977 

193358 

3354,430.271 

3354,430.271 

0/0 


NA 

29 

181.786.149.257 
117.1479,21.7538 

147.53.3 

23.808,543.137 
54.794,411.403 

0/0 


NA 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5% 95% 

18 

202.894, 142.171 
195.6765,46.1214 

151.135 

4.768, 921.368 
4.768,921.368 


NA 

32 

167.838,141.197 
105.6447, 18.6755 

136.221 

44.672,455.706 
61.653,367.479 


NA 


NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

“ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to tbe limit 
of the quantification (e.g., *<1.234' will be used as 1 1_234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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CovanceCRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Btomarkers of Exposure by Timcpoinf and Overall 

(Page 106 of264) 


Rimrarker- Tntal NtMiiini* Knnvil/?4hr1/fi(>ftn>ne tvr davl Analytical Lab: Haxrocate 




Male 



Female 


Timepoini 

Statistic 

Smoker* 

Non-Smokers 

P-value* 

Sraokere 

Non-Smokers 

P-value* 

Week l 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

1096,978,784.223 

899,2469,211.9545 

896.160 

45.492,3830,625 

45.492, 3830.625 

0/0 


NA 

32 

913.037, 718.773 
653.3328,115.4940 

771.508 

147 462,2624.666 
225.314.2567.399 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1481.766, 803.4B9 
2569.42S0, 605.6193 
886.840 

22.009, 11604.981 

22.009, 11604.981 

0/0 


NA 

31 

1142.970, 866.060 
948.2285, 170.3069 

746.906 

237.698.4101.790 

286.451,3511.183 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

1188.199, 857.444 
676.0857. 163.9749 
1192.052 

20.675, 2652.624 

20.675, 2652.624 

0/0 


NA 

29 

1120.711.920.166 

722,2170,134.1123 

909.538 

146.776,3348.442 

337.807, 2536.296 

0/0 


NA 

Overall 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

18 

1250.839,876.478 
1206.3454,284.3383 
931.747 

29.392, 5680.232 

29.392, 5680.232 


NA 

32 

1034.721,870.479 
651.2997, 115.1346 
839.799 

2/5.400,2809.425 

380.087, 2265.509 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wileoxon rank-sum test. 

* Overall vatucs calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values far the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 107 of264) 


Biomaiker: Total Nicotine (ug/mg Creatininej Analytical Lab: Harrogate 


Time point 



Male 

Non-Smokers 



Female 


Statistic 

Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Weekl 

N 

18 

30 

<.0001 

32 

35 

*0001 


MEAN, GEO MEAN 

1.996,1.221 

0.005, NA 


2.034, 1.343 

0.002. NA 



SD. SE 

2.0759,0.4893 

0.0109.0.0020 


1.5540,0.2747 

0.0018,0.0003 



MEDIAN 

1.526 

C.OOJ 


1.792 

0.002 



MIN. MAX 

0.021,9.353 

0.000. 0.044 


0.097, 5.798 

0.000,0.011 



5%, 95% 

0.021,9.353 

0.000, 0.042 


0.100. 5.254 

0.001.0.005 



# of BLQ/ALQ Values 

WO 

15/0 


0/0 

28/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

1.880,1.210 

0.013, NA 


2.029, 1.368 

0.002, NA 



SD. SE 

1.6531,0.3 B96 

0.0605.0.0110 


1.7171, 0.3084 

0.0014,0.0002 



MEDIAN 

1.681 

0.001 


1.752 

0.002 



MIN. MAX 

0.012,7.451 

0.000, 0.333 


0.130, 7.495 

0.000.0.007 



5%, 95% 

0.012,7451 

0.000,0,017 


0.144,6.431 

0.001,0,004 



# of BLQ/ALQ Values 

WO 

19/0 


0/0 

31/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

1814, 1.068 

0.002, NA 


2.267.1.760 

0.002.0.002 



SD, SE 

1,390.3,0.3372 

0.0021,0.0004 


1.3884,0.2578 

0.0011.0.0002 



MEDIAN 

1.555 

0.00! 


2.175 

0.002 



MIN, MAX 

0.009,4.966 

0.000, 0.011 


0.095,5.794 

0.001,0,005 



5%, 95% 

0.009,4.966 

0.000,0,005 


0.494, 5.392 

0.001,0.004 



# of BLQ/ALQ Values 

0/0 

19/0 


0/0 

32/0 


Overall* 

N 

18 

30 

<.0001 

32 

35 

*00(11 


MEAN, GEO MEAN 

1.899, 1.237 

0.007, NA 


2.099,1.497 

0.002, NA 



SD, SE 

1.4598.0.3441 

0.0228, 0.0042 


1.4870, 0.2629 

0.0012.0.0002 



MEDIAN 

1.741 

0.001 


1.849 

0.002 



MIN, MAX 

U.014,6.341 

0.000, 0.126 


0.122,5.778 

0.000, 0.006 



5%. 95% 

0.014,6.341 

O.noo. 0.015 


0.156, 5.620 

0.001,0.004 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as , l-234 t ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 108 of264) 


Biomarker: Total Nicotine fiunot/ma Creatinine) Analytical Lab: Harrogate 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value : 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

12.307,7.529 

0.031.NA 


12.540, 8.279 

0.013, NA 



SD, SE 

12.7977.3.0165 

0.0670.0.0122 


9.5803, 1.6936 

0.0110, 0.0019 



MEDIAN 

9 409 

0.006 


11.045 

0.012 



MIN. MAX 

0.129.57.661 

0.000.0.271 


0.598. 35.745 

0.000, 0.068 



5%, 95% 

0129,57.661 

0.000, 0.259 


0.617, 32.391 

0.006, 0.031 



# of BLQ/ALQ Values 

0/0 

15/0 


0/0 

28/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

11.587,7.457 

0.081, NA 


12.509, 8.432 

0.012, NA 



SD, SE 

10.1915,2.4022 

0.3729,0.0681 


10.5861.1.9013 

0.0086. 0.0014 



MEDIAN 

10.361 

0.006 


10.80! 

0.012 



MIN. MAX 

0.074,45.935 

0 000,2.053 


0.801,46.207 

0.000,0.043 



5%, 95% 

0.074,45.935 

0.000,0.105 


0.888,39.647 

0.006,0.025 



It of BLQ/ALQ Values 

0/0 

19/0 


0/0 

31/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

11.184.6.582 

0.011, NA 


13.978, 10.849 

0.012, 0.011 



SD. SE 

8.5709.2.0788 

0.0130,0.0024 


15594.1.5894 

0.0067, 0.0011 



MEDIAN 

9.587 

0.006 


13.409 

0.012 



MIN, MAX 

0.055, 30.615 

0.000,0.068 


0.586,35.720 

0.006,0.031 



5%. 95% 

0.055,30.615 

0.000.0.031 


3.046, 33.242 

0.006, 0.025 



It of BLQ/ALQ Values 

0/0 

19/0 


0/0 

32/0 


Overall* 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

11.710,7.628 

0.041.0.011 


12.938. 9.229 

0.012, 0.01! 



SD, SE 

8.9997,2.1212 

0.1408,0.0257 


9.1678, 1.6207 

0.0072. 0.0012 



MEDIAN 

10.731 

0.008 


11.396 

0.010 



MIN. MAX 

0.086,39.094 

0.002,0.779 


0,753.35.623 

0.002,0.037 



5%, 95% 

0.086,39.094 

0.002, 0.094 


0.960,34.649 

0.006,0.025 



* P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RLQ/AI.Q values does nor apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 ^34’will be used as 1 234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
Covance CRU Study No. 

Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinl and Overall 

(Page 109 of 264) 


Biomaiker: Total Nicotine (fuc/mc CrtatinineVcicaiette per day) 

Analytical Lab: Hairocate 






Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-value* 

Smokm 

Non-Smokers 

P-value* 


Weekl 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0211,0.096 


0.122.0.102 


SD, SE 

0.4228,0.0997 


0.0732,0.0129 


MEDIAN 

0.092 


0.104 


MIN. MAX 

0.007,1.871 


0.028, 0.288 


5%, 95% 

0.007,1.871 


0.033, 0.258 


» of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

.71 


MEAN, GEO MEAN 

0.302,0.096 


0.144,0.111 


SD, SE 

0.8571,0.2020 


0.1077, 0.0193 


MEDIAN 

0.089 


0.112 


MIN. MAX 

0,004,3.726 


0.029, 0.461 


5%, 95% 

0.004,3.726 


0.033,0.375 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

0.139,0.101 


0.155,0.127 


SD, SE 

0.0991,0.0240 


0.1042,0.0193 


MEDIAN 

0.113 


0.127 


MIN, MAX 

0.003,0.444 


0.024, 0.484 


5%, 95% 

0.003,0.444 


0.047, 0.393 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0.216,0.105 


0.141,0.120 


SD, SE 

0.4526,0.1067 


0.0832,0.0147 


MEDIAN 

0.103 


0117 


MIN, MAX 

0.003, 2.014 


0031,0.401 


5%, 93% 

0.005, 2.014 


0.044,0.296 


NOTE- Values listed were normalized by taking the original biomaricer and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the RLQ/AL.Q values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 110 of264) 


Bicmafker Total Nicotine ((nmol/ma Creatir 

lineVcifiarette per day) 

Analytical Lah: Harrogate 






Timepoint 



Male 



Female 



Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokeis 

Non-Smokers 

P-value J 


Week 1 

N 

18 


NA 

32 


NA 



MEAN, GEO MEAN 

1.300, 0.593 



0.753, 0627 





SD, SE 

2.6062, 0.6143 



0.4505, 0.0796 





MEDIAN 

0.568 



0.639 





MIN, MAX 

0.043,11.532 



0.175, 1.776 





5%, 95% 

0.043,11.532 



0.206,1.592 





# of BLQ/ALQ Values 

0/0 



0/0 




Week 2 

N 

lb 


NA 

31 


NA 



MEAN, GEO MEAN 

1.860,0.591 



0.887, 0.688 





SD, SB 

5.2830, 1.2452 



0.6642, 0.1193 





MEDIAN 

0.549 



0693 





MIN, MAX 

0.025,22.968 



0.178, 2.844 





5%, 95% 

1)025,22.968 



0.205, 2.310 





# of BLQ/ALQ Values 

0/0 



0/0 




Week 3 

N 

17 


NA 

29 


NA 



MEAN, GEO MEAN 

0.858,0.618 



0.957, 0.785 





SD, SE 

0 6107,0 1481 



0.6423.0.1193 





MEDIAN 

0.694 



0.781 





MIN, MAX 

0.018,2.737 



0.147,2.983 





5%. 95% 

0.018,2.737 



0.287,2.422 





ft of BLQ/ALQ Values 

0/0 



0/0 




Overall* 

N 

18 


NA 

32 


NA 



MEAN, GF.0 MEAN 

1.334.0.646 



0.867,0.741 





SD, SE 

2.7891,0.6574 



0.5133,0.0907 





MEDIAN 

0.634 



0.718 





MIN, MAX 

0,029,12.412 



0.192,2.473 





5%. 95% 

0.029, 12.412 



0.275,1.824 





NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ,234* will be used as T .2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcrs uf Exposure by Timepoim and Overall 

(Page 111 of264) 


Biomaiker: Total Nicotine fne/mU Analytical Lab: Harrogate . 

TimeDoirtt 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-va!ue" 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<-0001 


MEAN, GEO MEAN 

1588.4,986.2 

3.8,1.9 


1626.2, 879.4 

1.2, 1.1 



SD, SE 

1414.79,333.47 

6.34,1.16 


1794.81,317.28 

0.77, 0.13 



MEDIAN 

1284.7 

1.0 


850.1 

1.0 



MW, MAX 

15.7,5625.0 

1.0.23.2 


42.3, 8096 4 

1.0, 5.4 



5%, 93% 

15.7,5625.0 

1.0,22.6 


88.4,5070.3 

1.0,2.1 



# of B LQ/ALQ Values 

<» 

15/0 


0/0 

28/0 


Week 2 

N 

18 

30 

<,0001 

31 

.35 

<.0001 


MEAN, GEO MEAN 

1772.2,1162.4 

5.9.1.7 


1807.8, 1057.5 

1.2, 1.1 



SD, SE 

1309.83,308.73 

22.05. 4.03 


2129.81, 382 53 

057,0.1(1 



MEDIAN 

1350.6 

1.0 


1096.3 

1.0 



MIN. MAX 

11.9,5120.6 

1.0,122.3 


103.2, 10733.1 

1.0, 3.6 



5%, 95% 

11.9,5120.6 

1.0,6.8 


151.2,6116.5 

1.0,2.8 



# of BLQ/ALQ Values 

0/0 

19/0 


0/0 

31/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

1439.8,874.6 

1.9,1.4 


1711.5, 12022 

1.1. 1.0 



SD, SE 

1095.85,265.78 

2.69,0.49 


1316.61,244.49 

0.20,0.03 



MEDIAN 

939.3 

1.0 


1317.5 

1.0 



MIN, MAX 

9.6,3515.6 

1.0,15.2 


51.2,4831.6 

1.0.2.1 



5%. 95% 

9.6,3515.6 

1.0,5.9 


300.0,4652.5 

1,0, 1.4 



# of BLQ/ALQ Values 

0/0 

19/0 


0/0 

32/0 


Overall' 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

1619 5,1090.(1 

3.9,1.9 


1662.2.1039.5 

1.1, 1.1 



SD, SE 

1100.15,259.31 

8.86,1.62 


1630.41, 288.22 

0.41,0.07 



MEDIAN 

1178.2 

1.1 


1264.1 

1.0 



MIN, MAX 

12.4,3783.9 

1.0.48,6 


81.6,7887.11 

1.0, 3.(1 



5%, 95% 

12.4,3783.9 

1.0,13.0 


163.9,4037.2 

1.0,2.0 



1 P-value from Wilcoaon rank-sum test. 

‘ Overall values calculated by first averaging tbe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., k 1,234’will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 112 of 264) 


Biomaiker: Total Nicotine (nmol/L) .Analytical Lab: Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

9792.4, 50X0.2 

23.7,11.8 


10025.6,5421.7 

7.5,6.9 



SD, SE 

8722 19,2055.84 

39,08, 7.14 


11064,98. 1956 03 

4.76.0.81 



MEDIAN 

7919.9 

6.2 


5240.6 

6.2 



MIN, MAX 

96.8,34678.1 

6.2,143.0 


260.8.49914.3 

6.2,33.3 



5%, 95% 

96.8,34678.1 

6.2,139.3 


545.0,31258.4 

6.2,12.9 



# of BLQ/ALQ Values 

0/0 

15/0 


0/0 

28/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

10925.7,7166.2 

36.1,10 3 


11145.3,6519.6 

7.3.68 



SD. SE 

8075.10,1903.32 

135 96.24 82 


13130.29.2358.27 

3.54.0.60 



MEDIAN 

8326.5 

6.2 


6758.7 

6.2 



MIN, MAX 

73.4,31568.5 

6.2,754.0 


636.2,66169.6 

6.2,22.2 



5%, 15% 

73.4, 31568.5 

6.2,41.9 


932.1, 377U8.2 

6.2,17.3 



# of BLQ/ALQ Values 

0/0 

19/0 


04) 

31/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

8876.6,5391.8 

11.8,8.7 


10551.6,7411.7 

6.5. 6.4 



SD, SE 

6755.88,1638.54 

16.59,3.03 


8116.90,1507.27 

1.22,021 



MEDIAN 

5790.8 

6.2 


8122.4 

6,2 



MIN, MAX 

59.2,21673.7 

6.2,93.7 


315.6. 29786.8 

6.2, 12.9 



5%, 95% 

59.2,21673.7 

6.2,36.4 


1849.5,28682.7 

62, 8.6 



# of BLQ/ALQ Values 

(V0 

19/0 


0/0 

32/0 


Overall' 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

9984.2,6720.3 

23.9,11.4 


10247,7,6408.1 

7.1,68 



SD, SE 

6782.43,1598.63 

54.66,9.98 


10051.53,1776.88 

2.48,0.42 



MEDIAN 

7263.5 

6.7 


7793.0 

62 



MIN, MAX 

76.5,23327.7 

6.2,299.8 


502.8,48623.6 

6.2, 18.3 



5%, 95% 

76.5,23327.7 

6.2,79.9 


1010.2,24889.6 

62,12.5 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<l .234-’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistic?! Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcis of Exposure by Timepoint and Overall 

(Page IB of264) 


Biomarker: Total Nicotine ((ng/mLVcieareae per day)_ Analytical Lab: Hana pate 


Timcpoint 



Male 



Female 


Statistic 

Smokers 

Ncm-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

IS 


NA 

32 


NA 


MEAN. GEO MEAN 

119.5,77.7 



95.4, 66.6 




SD, SE 

116.33, 27.42 



84.70, 14.97 




MEDIAN 

90.0 



52.5 




MIN, MAX 

5.2,468.8 



18.8, 368.0 




5%. 95% 

5.2.468.8 



19.4,258.5 




U of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

177.5,92.1 



120.5, 86.2 




SD, SE 

275.88, 65.03 



116.80.20.98 




MEDIAN 

85.2 



77.8 




MIN. MAX 

4.0,1214.5 



24.4, 536.7 




5%. 95% 

4.0,1214.5 



27.8,403.2 




It of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN. GEO MEAN 

120.6, 82.3 



119.3,87.0 




SD, SE 

109.06,26.45 



96.07,17.84 




MEDIAN 

86 0 



89.5 




MIN, MAX 

3.2,464.9 



12.8,406.8 




5%, 95% 

3.2,464.9 



22.4,322.1 




ft of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

139.1, 90.8 



109.0, 83.2 




SD, SE 

151.24,35.65 



88.36,15.62 




MEDIAN 

93.2 



77.2 




MIN, MAX 

4.1,667.7 



21.9,405.9 




5%, 95% 

4.1,667.7 



28.7, 282.0 




NOTE.: Values Bated were normalized by taking the original biomarker and dividing it by the number of cigarettes Ibund in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<I .234'will be used as ’1.234Q for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 114 of 264) 


Biomarker: Total Nicotine ((nmoI/L-Vcigarette per day) Analytical Lab: Hamogale 

Male 



Female 


Timepoint Statistic Smokers Non-Smokets 

P-value’ 

Smokers 

Non-Smokers 

P-value* 


Week l 

N 

18 

NA 

32 

NA 


MEAN, GEO MEAN 

735.4, 479.2 


5882,410.6 



SD.SE 

717.14, 169.03 


522.22, 92.32 



MEDIAN 

554.7 


323.3 



MTN, MAX 

32.3.2889.8 


115.8,2268.8 



5%, 95% 

.32.3,2889.8 


119.9,1593.8 



« of BLQ/ALQ Values 

0/0 


0/0 


week 2 

N 

18 

NA 

31 

NA 


MEAN, GEO MEAN 

1094.0, 567.7 


742.9,531.7 



SD, SE 

1700.73, 400.87 


719.99,129.31 



MEDIAN 

525.1 


4798 



MIN, MAX 

24.5,7487.1 


150.5, 3308.5 



5%, 95% 

24.5, 7487.1 


171.5,2485.9 



ft of BLQ/ALQ Values 

0/0 


0/0 


Week 3 

N 

17 

NA 

29 

NA 


MEAN, GEO MEAN 

743.6, 507.1 


735 5, 536.2 



SD.SE 

672.35, 163.07 


592.33, 109.99 



MEDIAN 

529.9 


551.5 



MIN, MAX 

19.7,2866.2 


78.9,2508.2 



5%. 95% 

19.7,2866.2 


137.9,1985.8 



# of BLQ/ALQ Values 

0/0 


0/0 


Overall 

N 

18 

NA 

32 

NA 


MEAN, GEO MEAN 

857.2, 560.1 


6717, SI3.0 



SD.SE 

932.33.219.75 


544.80. 96.31 



MEDIAN 

574.2 


475.S 



MIN, MAX 

25.5,4116.1 


134.7,2521 0 



5%, 95% 

25.5,4116.1 


176.9, 1738,6 



NOTE: Values listed were normalized by taking the original biomarfccr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxoa rank-sum test. 

* Overall values calculated by fiTSt averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ vatues does not apply as the HI Q/AI Q values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 115 of264) 


Biomarker: Trans-3-hydroxycolinine (ug/24hr) Analytical Lab: Harrogate 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 

30 

<0001 

32 

35 

<.000! 


MEAN, GEO MEAN 

5856.477,3547.473 

10.326,4.671 


5682.968, 4198.040 

4.083, 2.851 



SD,SE 

4830.8734,1138.6478 

15.7543,2.8763 


4115.0914,727.4523 

4.7968,0.8108 



MEDIAN 

5526.840 

3.426 


5379.732 

2.725 



MIN. MAX 

42.441,20367.215 

0.950, 67.936 


143.550, 18150.580 

0.855,25.4S8 



5%, 95% 

42.441,20367.215 

1.030,46.035 


935.760, 15778.245 

0.880,13.974 



# Of BLQ/ALQ Values 

0/0 

7/0 


0/0 

15/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

5893.470, 3777.184 

14.811,5.527 


7035.350,5370.166 

4.484, 3.254 



SD.SE 

3983.1023,938.8262 

29.3232, 5.3537 


4427.2664,795.1605 

4.3424, 0.7340 



MEDIAN 

5281.345 

3 474 


6880.830 

2 740 



MIN. MAX 

24.210.16978.770 

0.875. 152.550 


400.405. 18154.368 

0.750. 20.909 



5%, 95% 

24.210, 16978.770 

0.902,60.135 


884.631, 15032.830 

1.240, 13.650 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

14/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

6143.545, 3478.247 

9.735,4.823 


6186.922,4948.812 

3.750, 2.869 



SD,S£ 

4990.3866, 1210.3465 

15.6351, 2.8546 


3791.4769.704.0596 

3.3990,0.5745 



MEDIAN 

4755.716 

2.971 


5478.480 

2.726 



MfN, MAX 

21.379, 15121.480 

1.430,72.800 


976.686, 13569.448 

0.990,16.830 



5%, 95% 

21.379,15121.480 

1.720,38.750 


1154.784, 13029,434 

1.068, 10.528 



# of BLQ/ALQ Values 

0/0 

8/0 


0/0 

22/0 


Overall' 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

5997.375,3797.211 

11.624,5.555 


6148.123, 4856.528 

4.106,3.207 



SD.SE 

4284.2019. 1009.7961 

17.7183.3.2349 


3849.6451.680.5275 

3.3261.0.5622 



MEDIAN 

5057.474 

4.401 


5453.019 

2.633 



MIN, MAX 

29.343.17222.174 

1.277, 76.940 


506.880, 16339.432 

1.038,14.818 



5%, 95% 

29,343,17222.174 

1.374,56.114 


991.725, 12433.240 

1.276,13.701 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating (he descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
ofihe quantification (e.g., '<1.234* will he used as 1 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokere and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page II6 of 264) 


Biomaricer: Trans-3-hYdroxvcotmme (nmol/24hr) Analytical Lab: Harrogate 

Male 



Female 


Timepoint Statistic Smokers Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value" 


Week 1 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

18 

30471.251, 18457.503 
25135.0345, 5924.3844 
2R756.149 

220.821,105970.620 
220.821,105970.620 

0/0 

30 

53.724,24.303 

81.9694,14.9655 

17.826 

4,943, 353.471 
5.359,239.520 

7/0 

<.0001 

32 

29568.484,21842.404 
21410.8204,3784.9341 
27990.743 
746.891.94437.468 
4868.759,82094.209 

0/0 

35 

21.245, 14.836 

24.9575. 4.2186 

14.178 

4.449, 132.614 

4.579, 72.707 

15/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tf of BLQ/ALQ Values 

18 

30663.727,19652.694 
20724.0812,4884.7128 
27478.838 

125.965,88340,540 
125.965, 88340.540 

0/0 

30 

77.063,28.756 

152.5686,27.8551 

18.075 

4.553, 793,718 
4.693,312.882 

3/0 

<.0001 

31 

36604.924,27940.975 
23035.0670,4137.2202 
35800.958 

2083.307,94457.177 
4602.735, 78215.814 

0/0 

35 

23.328,16.930 
22.5937,3.8190 

14.256 

3.902,108.790 
6.452,71.02! 

14/0 

<-OOQl 

Week 3 

| 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

31964.866,18097 321 
25964.9813,6297.4330 
24743.990 

111.235, 78677.060 

111.235, 78677.060 

0/0 

30 

50.652, 25.096 

81.3493, 14.8523 

15.459 

7.440,378.778 

8.949,201 616 
&'0 

<.0001 

29 

32190.555,25748.670 

19727.0541,3653.2220 

28504.531 

5081.697,70601.838 

6008.341,67792.145 

0/0 

35 

19.510, 14,927 
17.6850.2.9893 

14.183 

5.151,87.566 

5.557,54.777 

22/0 

<0001 

Overall’ 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

31204.341,19756.903 
22290.7028,5253.9690 
26314.038 

152.674, 89606.973 
152.674, 89606.973 

30 

60.480, 28.902 

92.1883, 16,8312 

22.896 

6.643,400.319 

7.151,291,961 

<.0001 

32 

31988.685,25268.516 

20029.7032,3540.7847 

28372.055 

2637.298,85014.065 

5159.945,64690.148 

35 

21.361, 16.685 
17.3053,2.9251 

14.742 

5.402, 77.098 

6.639, 71.284 

<.0001 


* P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. p ’<1.234* will be used as ’1.234’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 117 of264) 


Bicmaiker Trans-3-hydroxycotmine ((»g/24hrVcigareqe per day) 


Analytical Lab: Hairogate 






Male 



Female 


Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# ofBLQ/ALQ Values 

IS 

366.392, 279.551 
186,9103, 44.0552 
354,907 

14.147. 678.907 
14.147,678.907 

0/0 



NA 

32 

395.623, 317.883 
304.7334, 53.8698 

304.496 

71.775. 1577,825 
111.888.907.529 

0/0 


NA 

week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

475.134,299.185 
539.3469, 127.1253 
393.913 

8.070,2529.445 

8.070,2529.445 

0/0 



NA 

31 

524.203,437.936 
339.0575, 60.8965 

406.624 

164.300,1543.373 
171.498,1157.695 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

n of BLQ/ALQ Values 

17 

495.498,327.156 
337.6115. 81.8828 
418213 

7.126,1230.107 

7.126, 1230.107 

0/0 



NA 

29 

402.474,358.018 

222.6679,41.3484 

342.405 

159.486,1130.787 
168.022, 868.629 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

443.352,314.371 

301.6047,71.0889 

426.221 

9.781, 1385.359 

9.781, 1385.359 



NA 

32 

442.515,381.049 

267.3219.47.2563 

371.095 

148.070,1322.233 
152.052,1006.597 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-valwe from Wilcoxon rank-sum test. 

* Overall values calculated by fiist averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g., '<1.234' will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


i 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomaikcrs of Exposure by Timepoint and Overall 

(Page 118 of 2M) 


Biomarker. Trans-3-hydroxycotinine (TiimoI/24hr)/ciEarctte per day) 

Analytical Lab: Hairocate 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Smokers 

Non-Smokers 

P-value* 

week i 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

IS 

1905.337, 1454.505 
972.4943,229.2191 
1846.580 

73.607,3532.354 
73.607,3532.354 

0/0 


NA 

32 

2056.426,1653,945 
1585.5276, 280.2843 
1584.293 

373.446, 8209.421 
582.154,4721.873 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

4 of BLQ/ALQ Values 

IS 

2472.124,1556.661 
2806.2222,661.4329 
2049.526 

41.988, 13160.703 
41.988, 13160.703 

0/0 


NA 

31 

2727.427, 2278.579 

1764.1 162,316.8446 
2115.666 
854.853,8030.171 

892.302,6023.487 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tf of BLQ/ALQ Values 

17 

2578.077,1702.195 

1756.5924,426.0362 

2175.964 

37.078, 6400.244 
37,078, 6400.244 

0/0 


NA 

29 

2094.073, [862.767 
1158.5411,215.1357 
1781.533 

829.805, 5883.487 
874.221,4519.476 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

2306.758, 1635.674 
1569.2492,369.8756 
2217.627 

50,891,7208.025 
50.891,7208.023 


NA 

32 

2302.404.1982.596 
1390.8757,245.8744 
1930.806 

770.409, 6879.578 
791.127,5237.322 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

• P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating die descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (eg., *< 1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gentler of 24-1 lour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 110 of 264) 


Biomarker: Trans-3-hvdroxvcotinine 1 us/me Creatinine) Analytical Lab: Harrogate 

Male 



Female 


Timepoint Statistic Smokers Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 








Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

4.056,2.684 

0.006, NA 


5.165, 3.661 

0.004, 0,003 



SD.SE 

2.5920,0.6109 

0.0097,0.0018 


3.8502, 0.6806 

0.0062, 0.001! 



MEDIAN 

4.045 

0.002 


4.391 

0.002 



MIN. MAX 

0.040. 8.886 

0.000.0.042 


0.119.14.351 

0.001,0.036 



5%. 95% 

0.040, 8.886 

0.001,0.032 


0.500, 13.466 

0.001,0.016 



# of BLQ/ALQ Values 

0/C 

7/0 


0/0 

15/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

4.195,2.776 

0.009, NA 


5.733,4.264 

0.004,0.003 



SD.SE 

2.6525.0.6252 

0.0172, 0.0031 


4.0709.0.7312 

0.0042,0.0007 



MEDIAN 

3.834 

0003 


4.761 

0.002 



MIN, MAX 

0.027,10.012 

0.000,0.079 


0.400, 15.297 

0.001,0.019 



5%, 95% 

0.027,19.012 

0.001,0.057 


0.693, 14.865 

0.001,0.018 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

14/0 


Week 3 

N 

17 

,30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

4.141,2.512 

0.005.0.003 


5.557.4.221 

0.004.0.002 



SD.SE 

2.9060,0.7048 

0.0082, 0.0015 


4.0050,0.7437 

0 0039,0.0007 



MEDIAN 

3.299 

0.002 


4.139 

0.002 



MIN, MAX 

0.019,9.708 

0.001,0.041 


0.770,15.542 

0.001,0.022 



5%, 95 % 

0.019,9.708 

0.001,0.018 


0.972, 11.857 

0.001,0.008 



# of BLQ/ALQ Values 

0/0 

8/0 


0/0 

22/0 


Overall* 

N 

18 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

4.143, 2.740 

0.007, 0.003 


5-436,4.136 

0.004, 0.003 



SD.SE 

2.6080,0.6147 

0.0100,0.0018 


3.8060,0.6728 

0.0040, 0.0007 



MEDIAN 

3.555 

0.003 


4.286 

0.002 



MIN, MAX 

0.029,9.245 

0.001,0.037 


0.497, 14.264 

0.001,0.019 



5 "A, 95% 

0 029, 9.245 

0.001, 0.033 


0.654, 12.984 

0.001, 0.017 



* P-valne from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '< 1.234' will be used as ’ 1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bio markers of Exposure by Timepoint and Overall 

(Page 120 of 264) 


Bio marker: Trans-3-hydroxycotintne (nmol/tnfi Creatinine) Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week l 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

21.104, 13.962 
13.4863,3.1788 

21.044 

0.208.46.234 

0.208,46.234 

0/0 

30 

0.032, NA 

0.0505, 0.0092 

0.010 

0.000.0,219 

0.005,0.166 

7/0 

<.0001 

32 

26.874,19.047 
20.0325,3.5413 

22.847 

0.619. 74.668 

2.602,70.064 

0/0 

35 

0.020,0.013 

0.0325,0.0055 

0.010 

0.005.0.187 

0.005.0.083 

15/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

21.828, 14.439 

13.8009, 3.2529 

19.946 

0.140, 52.092 

0.140, 52.092 

0/0 

30 

0.047, NA 
0.0898,0.0164 

0.013 

0.000,0411 

0.005, 0.297 

3/0 

<0001 

31 

29.830,22.188 

21 1808,3.8042 

24.771 

2.081,79.590 

3.606, 77.343 

0/0 

35 

0.020,0.014 

0.0220,0.0037 

0.010 

0.005,0.099 

0.005,0.094 

14/0 

<,0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

n Of BLQ/ALQ Values 

17 

21.545, 13.070 

15.1200, 3.6671 

17.165 

0.099,50.511 

0.099.50.511 

0/0 

30 

0.026,0.013 

0.0427.0.0078 

0.010 

0.005,0.213 

0.005,0.094 

8/0 

<.0001 

29 

28.915,21.960 

20.8379.3.8695 

21.535 

4.006, 80.865 

5.057,61.692 

0/0 

35 

0.018,0.013 

0.0201,0.0034 

0.010 

0.005,0.114 

0.005,0.042 

22/0 

<.0001 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

21.558.14.243 
13.5702,3.1985 

18.494 

0.149.48.103 

0.149,48.103 

30 

0.035.0.016 
0.0521,0.0095 

0.013 

0.003.0.194 

0.003,0.170 

<0001 

32 

28.284,21.519 

19.8026,3.5006 

22.298 

2.586,74.215 

3.405, 67,557 

35 

0.019,0.014 

0.0206,0.0035 

0012 

0.005,0.099 

0.005,0.088 

<0001 


* P-value from Wilcoxon rank-sum lest. 

* Overall values calculated by first averaging the results across visits within a suhject. then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
Of the quantification (e.g.> ’< 1.234 'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabte 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 121 of264) 


Rinmarker: Trans-3-hydroxycotinine ((pg/mg Creatinine)/cigarette per day) Analytical T-atv Harrogate 

Male 



Female 


Timepoim Statistic Smokers Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 


Week 1 N 

18 

NA 

32 

NA 

MEAN, GEO MEAN 

0.324,0.211 


0.350,0.277 


SD.SE 

0.3761,0.0837 


0.2673,0.0472 


MEDIAN 

0.245 


0.290 


MIN, MAX 

0.013,1.777 


0.060, I 347 


5%, 9S% 

0.013, 1.777 


0109,0.957 


# of BLQ/ALQ Values 

0/0 


0/0 


Week 2 N 

18 

NA 

31 

NA 

MEAN, GEO MEAN 

0.498, 0.220 


0.422,0.348 


SD, SE 

1.1285,0.2660 


0.2621,0.0471 


MEDIAN 

0.262 


0 364 


MIN, MAX 

0.009, 5.006 


0.094.1.070 


5%, 95% 

0.009,5.006 


0.130,0.914 


# of BLQ/ALQ Values 

0/0 


WO 


Week 3 N 

17 

NA 

29 

NA 

MEAN, GEO MEAN 

0.385,0.236 


0.370,0.305 


SD, SE 

0.3970,0.0963 


0 2805,0 0521 


MEDIAN 

0.286 


0,265 


MIN, MAX 

0.006,1.768 


0.107,1.482 


5%, 95% 

0.006,1.768 


0.135,0.928 


M of BLQ/ALQ Values 

0/0 


0/0 


Overall' N 

18 

NA 

32 

NA 

MEAN. GEO MEAN 

0.400,0.227 


0 386. 0.324 


SD.SE 

0.6208,0.1463 


0.2494, 0.0441 


MEDIAN 

0.277 


0.347 


MIN, MAX 

0.009,2.850 


0.116,1.170 


5%, 95% 

0.009, 2.850 


0.136, 1.063 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as T.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 122 of 264) 


Biomarker: Trans-3-bydroxycotininc (Irnnol/ms CreatinineVciuarerte per day) 

Analytical Lab: Hatrocate 





Ttmepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

IX 


NA 

32 


NA 


MEAN, GEO MEAN 

1.685, 1.100 



1.819, 1.442 




SD,SE 

1.9572, 0.4613 



1.3902, 0.2458 




MEDIAN 

1 275 



1.506 




MIN. MAX 

0.069.9.247 



0.310,7.006 




5%. 95% 

0.069, 9.247 



0.567,4.979 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

3! 


NA 


MEAN, GEO MEAN 

2.593.1.144 



2.197, 1.810 




SD, SE 

5.8717, 1.3840 



1.3636,0.2449 




MEDIAN 

1.361 



1.896 




MIN, MAX 

0.047,26.046 



0.487, 5.568 




5%. 95% 

0.047,26.046 



0.677,4.754 




>t of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

2.004,1.229 



1.926, 1.589 




SD, SE 

2.0651.0.5009 



1.4600, 0.2711 




MEDIAN 

1.4X7 



1.377 




MIN, MAX 

0.033,9.197 



0.558, 7.712 




5%, 95% 

0.033,9.197 



0.708,4.830 




* of BLQ/ALQ Values 

010 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN. GEO MEAN 

2.079,1.187 



2.009, 1.686 




SD, SE 

3.2305,0.7614 



1.2974,0.2294 




MEDIAN 

1.438 



1.807 




MIN, MAX 

0.050, 14.830 



0.603, 6.086 




5%, 95% 

0,050,14.830 



0.707, 5.530 




NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e g., ’<1.234’ will be used as *1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Statistical Comparison Between Smokers ami Non-Smokers by Gender of 24-Hour Urine Biomarkera of‘Exposure by Tiinepoimand Overall 

(Page 123 of264) 


Biomarker: Trans-3-hydroxy cotinine jng/mL) Analytical Lab: Harrogate 


Timeooint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

IS 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

3751.4,2167.4 

6.9,3.2 


3436.3.2397.8 

2.3. 1.6 



SD.SE 

3939.23,92849 

13.99, 2.55 


2714.78, 479.91 

3.19, 0.54 



MEDIAN 

.3027.7 

3.0 


3110.5 

1.1 



MIN. MAX 

30.1,17333.8 

10, 77.2 


52.2,129647 

1.0,17.7 



5%. 95% 

30.1, 17333.8 

1.0,16.5 


422.2, 9882.6 

1.0,10.2 



# of BLQ/ALQ Values 

0/0 

7/0 


0/0 

15/0 


Week 2 

N 

IS 

30 

<.0001 

31 

35 

<0001 


MEAN, GEO MEAN 

4429.1,2668.3 

10.6,3.6 


4838.9,3296.8 

2.4, 1.7 



SD.SE 

4222.63.995.28 

25.38.4.63 


3905.64, 701.47 

2.85. 0.48 



MEDIAN 

3357.9 

2.5 


3464.4 

1.2 



MIN. MAX 

26.9,18865.3 

1.0,135.0 


219.4, 13348.8 

1.0, 15.9 



5%. 95% 

26.9,18855.3 

1.0,45.6 


731.1,13308.1 

1.0, 7.0 



ft of BLQ/ALQ Values 

0/0 

3/0 


0/0 

14/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

33154.2,2057.2 

5.5,2.7 


3785.0, 2883.8 

1.9, 1.5 



SD.SE 

2434.95, 590.56 

10.33, 1.89 


3055.44, 567.38 

1.87,0.32 



MEDIAN 

35609 

2.2 


3001.5 

10 



MIN. MAX 

20.4,9253.1 

1.0,56.0 


525.1,15599.2 

1.0, 9.7 



5%, 95% 

20.4,9253.1 

1.0, 17.1 


627.6, 8394.0 

1.0, 5.8 



U of BLQ/ALQ Values 

0/0 

8/0 


0/0 

22/0 


Overall* 

' N 

18 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

3908.9,2541.6 

7.7,3.6 


3939.4, 2916.7 

2.2, 1.7 



SD.SE 

2969.07, 699.82 

13.00, 2.37 


2952.97, 522.02 

2.04, 0.35 



MEDIAN 

3787.3 

2.9 


3063.3 

1.4 



MIN. MAX 

25.8, 13647.0 

1.0,52.6 


265.6, 13970.9 

1.0, 9.0 



5%, 95% 

25.8, 13647.0 

1.0,51.5 


601.4, 8965.5 

1.0, 8.8 



1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1,234’) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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Statistical Comparison Between Smokers and Nun-Sraokcra by Genderof24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 
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Biomarker: Trans-3-hvdrojtvcotinirce ffne/mLVciEarette per davl _ Analytical Lab: Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Not-S mokers 

P-value' 

Smokere 

Non-Sirtokeis 

P-vahie‘ 

Week 1 

N 

1$ 


NA 

32 


NA 


MEAN, GEO MEAN 

236.4, 170.8 



237.3, 181 6 




SD, SE 

159.94,37.70 



181.16,32.03 




MEDIAN 

219.9 



184.0 




MIN, MAX 

10.0, 577.8 



26.1.648.2 




5%. 95% 

10.0,577.8 



52.4.644.0 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

359.9,211.4 



354.4. 26B.9 




SD. SE 

391.10.92.18 



296.14, 5.3.19 




MEDIAN 

278.2 



271.8 




MJN, MAX 

9.0,1631.9 



82.2,1486.8 




5%. 95% 

9.0,1631.9 



90.2, 935.4 




it of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GFO MEAN 

354.0, 193.5 



254.4,208.6 




SD, SE 

440.18,106.76 



183.85,34.14 




MEDIAN 

217.5 



191.1 




MIN. MAX 

6.8.1850.6 



65.3,824.1 




5%, 95% 

6.8,1850.6 



92.3,678.2 




U uf BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

315.8,208.4 



286.6, 228.0 




SD, SE 

281.77, 66.41 



217 07, 38.37 




MEDIAN 

297.1 



221.2 




MIN, MAX 

8.6, 1263.3 



78.0,1012.3 




5%, 95% 

8.6, 1263.3 



80.8,801.2 




NOTE: Values listed were normalized by taking the original biomatker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
* P-value from Wilcoxon rank-sum test. 


’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted tn the limit 
of the quantification (e.g., '<).234’will be used as 1.234") for the averages across visits within a subject thus eliminating ai! BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 126 of 264) 


Biomaiker: Tians-3-hydroxycotmine ((nmol'LVcigarctte per day) 

Analytical Lab: Harrogate 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vahre' 

Smokers 

Non-Smokers 

P-valuc’ 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

IS 

1229.8, 888.7 
832.19,196.15 

1143.9 

52,2. 3006.3 

52.2,3006.3 

0/0 


NA 

32 

1234.7, 944.7 

942.62,166.63 

957.4 

135.8, 3372.8 

272.8, 3350.8 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

1872.6,1099.7 
2034.94,479.64 
1447.6 

46.7, 8490.8 

46.7, 8490.8 

0/0 


NA 

31 

1843.9, 1398.8 
1540.80,276.74 

1414.4 

427.4, 7735.9 
469.1,4866.8 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

1841.9.1006.8 
2290,26,555,47 

1131.4 

35.4.9628.8 
35.4,9628.8 

0/0 


NA 

29 

1323.7.1085.5 

956.59,177.63 

994.3 

339.8,4287.7 

480.3, 3528.8 

010 


NA 

Overall’ 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

1642.8.1084.4 
1466.11,345.57 
1545.7 
44.8,6573.1 

44.8,6573.1 


NA 

32 

1491.0.1186.4 

1129.38, 199.65 

1150.8 

405.8,5266.8 
420.3,4168.4 


NA 


NOTE: Values listed were normalized by taking tbe original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-valne from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., M .234’ will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Trans-3-hydroxycotinine-O-glucuronide (nmol/24hr) 

Analytical Lab: Harrogate 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokere 

P-value" 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

MEAN, GEO MEAN 
SD.5E 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

13658.845.7347.445 
14825.1638, 3494 3246 
8980.785 

197.400, 56537.828 
197.400,56537.828 

0/0 

25 

14.677, NA 
23.1053,4.6211 

5.640 

0.000, 86.504 

0.000. 72.540 

7/0 

<0001 

31 

9608.180,6681.409 
6687.0304,1201.0261 
8366.015 

218.900, 26230.442 
757.770,25398.680 

0/0 

28 

4.439, NA 

6.9324, 1.3101 

1.460 

0.000, 30.003 

0.000, 16.900 

15/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

9769,276,6028.731 
8845.0262,2084.7927 
7733.962 

126.000.38811.750 

126.000.38811.750 

0/0 

27 

21.598, NA 
41.6044,8.0068 

3 198 

0,000.202.270 

0.000, 75.525 

3/0 

<.0001 

31 

10395.111,7947.637 
6743.3354,1211.1388 
9075.575 

540.383.26263.300 
1494.592,24231.808 

0/0 

32 

6.978, NA 
13.3339,2.3571 

1.247 

0.000. 62.122 
0.000,31.536 

14/0 

<.0001 

week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

12597.302,6606.374 

14947.9926,3625.4207 

8891.740 

160.868,64170,700 
160.868, 64170.700 

0/0 

28 

13.923, NA 
25.7235,4.8613 

3.172 

0.000, 88.660 

0.000, 86.250 

8/0 

<.0001 

28 

12135.876,9285.056 
8852.0829,1672.8864 
8279.226 

1725.522,33098.780 
2950.624, 31402.440 

0/0 

33 

3.619, NA 

6.9289, 1.2062 
€.000 

0.000,26.235 
0,000,25.331 

22/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

IS 

12023.216,7040.189 

11899.5072,2804.7407 

8821.495 

161.423,49042.882 

161.423,49042.882 

30 

16.131, NA 

26.2059.4.7845 

4.403 

0.000, 104.787 

0.000, 87.582 

<•0001 

32 

10289.617, 8058.196 
6756.9201. 1194.4660 
9018.318 

828.268,27010976 
1717.542, 23927.143 

34 

4.676, NA 

7.1303, 1.2228 

1.493 

0.000,28.585 

0.000,23.501 

<.0001 


’ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1 ,234’wiil be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biotrarker: Trans-3-hvdroxvcotinine-O-glucuronide (lnmol/24hrVtigarette per day) Analytical Lab: Harrogate 


Male 


Female 


Timeooint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Nan-Smokers 

P-va!ue“ 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

790.341,579.000 
482.4312, 113.7101 

749.353 

43-617,1884.594 

43.617,1884.594 

0/0 


NA 

31 

641.220, 504.367 
426.1668,76.5418 

577.122 

50.518,1748.696 

109.450, 1670.809 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MfN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

818.M2.d77.527 

1183.1622.278.8740 

597.251 

34.585,5423.915 

34.585,5423.915 

0/0 


NA 

31 

779.872, 648.128 

510.D117. 91.6008 

658.215 

175.088,2470.428 

188.836.1661.556 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

ft Df BLQ/ALQ Values 

17 

992 994, 621.382 

842.3096,204.2901 

671.104 

35.637.3329.928 

35.637, 3329.928 

0/0 


NA 

28 

728.723, 647.763 
346.7906, 65.5373 

704.582 

236.928.1499.048 

283.565, 1439.077 

0/0 


NA 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

860.239,589.759 
724.0995, 170-6719 

795.931 

37.946, 3355.093 

37.946,3355.093 


NA 

32 

718,150,636.223 
360-2247, 63.6793 

632.731 

230.597,1704.335 

265.373,1545.606 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ P-vahie from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ‘<1.214’will be used as ’! .2343 forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 129 of 264) 


Biomaiker: Tram-3-bydroYycotfnIne-O-glueuronide (nmol/mg Creatinine) _ Analytical Lab: Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

IS 

25 

<.0001 

31 

28 

<.0001 


MEAN, GEO MEAN 

9.316,5.558 

0.009, NA 


8.742, 5.873 

0.004, NA 



SD, SE 

8.9395, 2.1071 

0.0145,0.0029 


6.9972. 1.2567 

0.0071,0.0013 



MEDIAN 

7.365 

0.002 


6.599 

0.00! 



MIN, MAX 

0.186,37.904 

0.000,0.053 


0.182,24.795 

0.000, 0.034 



5%, 95% 

0.186.37.904 

0.000,0.051 


0.724,24.215 

0.000, 0.015 



# of BLQ/ALQ Values 

0/0 

7/0 


0/0 

15/0 


Week 2 

N 

18 

27 

<.0001 

31 

32 

<.0001 


MEAN, GEO MEAN 

7.764.4.431 

0.013, NA 


8.681,6311 

0.006, NA 



SD, SE 

8.8779, 2.0925 

0.0244,0.0047 


7.1363. 1.2817 

0.0118. 0.0021 



MEDIAN 

4.949 

0.002 


6.791 

0.001 



MIN, MAX 

0.141, 37.773 

0.000,0.105 


0.539, 31.266 

0.000, 0.053 



5%, 95% 

0.141,37.773 

0.000, 0.072 


1.171,24.592 

0.000, 0.041 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

14/0 


Week 3 

N 

17 

28 

<.0001 

28 

33 

<.0001 


MEAN, GEO MEAN 

9.048, 4.767 

0.007, NA 


10.684,7.829 

0.003, NA 



SD, SE 

10.5051,2.5479 

0.0127,0.0024 


9.3656,1.7699 

0.0071, 0.0012 



MEDIAN 

6.526 

0.002 


7.318 

0.000 



MIN, MAX 

0.141,41.198 

0.000,0.050 


1.718,40.332 

0.000, 0.034 



5%. 95% 

0.141,41.198 

0.000,0.040 


1.968,30.778 

0.000,0.018 



# of BLQ/ALQ Values 

0/0 

8/0 


0/0 

22/0 


Overall' 

N 

18 

30 

<.0001 

32 

34 

<.0001 


MEAN, GEO MEAN 

8.691. 5.073 

0.009, NA 


9.174. 6.798 

0.004, NA 



SD, SE 

9.1846, 2.1648 

0.0147,0.0027 


7.2907, 1.2888 

0.0072,0.0012 



MEDIAN 

5.838 

0.002 


6.767 

0.001 



MIN. MAX 

0.156, 38.958 

0.000.0.052 


0.813, 30.859 

0.000,0.036 



5%, 95% 

0.156.38.958 

0.000,0.049 


1.351,26.074 

0.000,0.021 



a P-value from Wilcoxon rank-sum test. 

Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as 7.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 
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Biomarker: Trans-3-bydroxvcotinine-0&IucurQnide {fnmol/mg CreatinineVciaarette per day) _ Analytical Lab: Harrogate ___ 

_Male___ Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokere 

P-value' 

Week ! 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

0.691,0.438 



0.577,0.443 




SD.SE 

0.8481,0.1999 



0.4797,0.0862 




MEDIAN 

0.550 



0.466 




MIN, MAX 

0.020, 3.948 



0.091.2.480 




5%. 95% 

0.020, 3.948 



0.125.1.523 




(/of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

0.960, 0.351 



0.637,0.515 




SD, SE 

2.4506, 0.5776 



0.4155.0.0746 




MEDIAN 

0.349 



0.497 




MIN, MAX 

0.018.10.734 



0.135,1.832 




5%, 95% 

0.018,10.734 



0.146,1.381 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

28 


NA 


MEAN, GEO MEAN 

0.861,0.449 



0.637. 0.546 




SD, SE 

1.2923,0.3134 



0.3551.0.0671 




MEDIAN 

0.577 



0.525 




MIN, MAX 

0.020, 5.679 



0.22$, 1.344 




5%, 95% 

0.020, 5.679 



0.229, 1.231 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

0.828,0.427 



0.627,0.537 




SD, SE 

1.5066,0.3551 



0.3666. 0.0648 




MEDIAN 

0.531 



0.503 




MIN, MAX 

0.019, 6.787 



0.177, 1.697 




5%, 95% 

0.019, 6.787 



0.247, 1.316 




NOTE: Values listed were normalized by taking the original btomarker and dividing it by the number nf cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as *1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ vahies for the overall statistics. 
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Statistical Comparison Between Smokers and Non-Ssnokere by Gender of 24-Hour Urine Biomarkeis of Exposure by Timepoinr and Overall 
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Biomarker: Trans-3-hydroxycotinine-O-ctucuroiiide (nmol/L) Analytical Lab: Harrogate 


Timetioint Statistic 


Male 



Female 

Non-Smokers 


Smokers 

Non-Smokers 

P-value* 

Smokers 

P-value* 

Week 1 N 

18 

25 

<0001 

31 

28 

<.0001 

MEAN, GEO MEAN 

8694.S, 4489.1 

9.6, NA 


5851.2, 3777.8 

2.8, NA 


SD, SE 

11055.18,2605.73 

19.76,3.95 


4628.53, 831.31 

4.66,0.88 


MEDIAN 

5531.3 

36 


4515.7 

1.0 


MIN. MAX 

140.0.48117.3 

0.0, 98.3 


79.6.16292.2 

0.0.21.9 


5%, 95% 

140.0,48117.3 

0.0,26.0 


649.9,14940.4 

0.0.9.9 


#of BLQ/ALQ Values 

0/0 

7/0 


0/0 

15/0 


Week 2 N 

18 

27 

*-.1)001 

31 

32 

<.0001 

MEAN. GEO MEAN 

6920,4,4258.9 

15.0, NA 


6590.7.4879,1 

3.6, NA 


SD, SE 

5859.62,1381.13 

35.65,6.86 


4718.06, 847.39 

6.99, 1.24 


MEDIAN 

567.3.1 

1.6 


5492.3 

0,8 


MIN. MAX 

140.0,23215.8 

0.0,179.0 


296.1, 18931.1 

0.0, 34.9 


5%. 95% 

140.0, 23215.8 

0.0,62.4 


1061.9,15749.0 

0.0,15.6 


tf of BLQ/ALQ Values 

0/0 

3/0 


0/0 

14/0 


Week 3 N 

17 

28 

<0001 

28 

33 

<.0001 

MEAN, GEO MEAN 

7528.7, 3907.3 

7,6. NA 


7528.8,5371.4 

1.9, NA 


SD. SE 

8771.50.2127.40 

14.35,2.71 


7767.25, 1467.87 

3.49,0.61 


MEDIAN 

5225.9 

2.1 


4873.4 

0.0 


MIN. MAX 

153.5.29731.5 

0.0, 68.2 


927.7.40612.0 

0.0, 14.6 


5%, 95% 

153.5, 29731.5 

0.0,27.6 


1603.6, 15665.7 

0.0,9.9 


H of BLQ/ALQ Values 

0/0 

8/0 


0/0 

22/0 


Overall* N 

18 

30 

<.0001 

32 

34 

<.0001 

MEAN, GEO MEAN 

7766.0, 4760.1 

10.7, NA 


6416.1, 4776.7 

2.6, NA 


SD, SE 

6698.46,1578.84 

19.45,3.55 


4868.46,860.63 

4.01,0.69 


MEDIAN 

6527.5 

4.0 


4925.5 

1.1 


MIN, MAX 

144.5,25999.9 

0.0, 83.3 


434.5,22446.3 

0.0,17.4 


5%, 95% 

144.5,25999.9 

0.0, 71.1 


855.9, 14963.3 

0,0,13.2 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’ will be used as *1.234’) for the averages across visits within a subject Ihus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Huur Urine Biomarkers of Exposure by Timepoini and Overall 
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Biomarker: Trans-3-hYdroxycotmine-O-glucurontde ((nmoL/LVeifiarette per day) 

Analytical Lab: Harrocate 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokera 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 


NA 

31 


NA 


MEAN, CEO MEAN 

518.8,353.8 



383.7, 285.2 




SD.SE 

424.26, 100,00 



291.81,52.41 




MEDIAN 

412.5 



341.5 




MIN, MAX 

46.7, 1603.9 



39.8,1128.9 




5%, 9-5% 

46.7, 1603.9 



58.1,1086.1 




tt of BLQ/ALQ Values 

WO 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

611.5,337.3 



495.5,397.9 




SD.SE 

815.54,192.22 



391.89,70.39 




MEDIAN 

378.9 



389.8 




MIN, MAX 

33.1,3499.3 



153.1,2142.1 




5%, 95% 

33.1, 3499.3 



160.9,1018.7 




tt of BLQ/ALQ Values 

wo 



0/0 



Week 3 

N 

17 


NA 

28 


NA 


MEAN. CEO MEAN 

815.2,367.5 



462.5,374.7 




SD, SE 

1394.96,338.33 



342.98.64.82 




MEDIAN 

382.3 



361.7 




MIN, MAX 

15.5,5946.3 



125.4,1765.7 




5%, 95% 

15.5,5946.3 



153.2.848,1 




#er BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

IS 


NA 

32 


NA 


MEAN, GEO MEAN 

642.4,394.8 



451.5.376.2 




SD, SE 

745.77, 175,78 



285.16,50.41 




MEDIAN 

491.9 



356.1 




MIN, MAX 

35.6,3376.2 



139.4,1256.7 




5%, 95% 

35.6,3376.2 



156.4,1034.0 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

A P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as 1,234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Cotinine (time 124hr) Analytical Lab: INBIFO 





Male 



Female 


Timepoint 

Statistic 

Smokes 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MrN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

7447.932,6580.248 
3854.3433,2225.3061 
8796.396 

3100.528,10446.873 
3100.528,10446.873 

0/0 

4 

12.002,9,306 
10.7081,5.3540 

7.812 

4.588,27.797 
4.588,27.797 

3/0 

0.0518 

3 

8784.549, B271.044 
3413.1486, 1970.5823 
9681.650 

5012.448.11659.550 

5012.448.11659.550 

0/0 

3 

6.909, 6.393 

3.1153, 1.7986 

7.062 

3.720,9.945 

3.720,9.945 

3/0 

0.0809 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# 0 f BLQ/ALQ Values 

3 

6966.875,6705.083 
2243.0815, 1295.0437 
7302.803 

4574.775,9023,046 
4574.775, 9023.046 

0/0 

4 

6.983,6.752 

2.0581,1.0290 

6.867 

5.208.8.990 

5.208.8.990 

4/0 

0.0497 

3 

10347.571,9953.407 
3472.8274, 2005.0379 
10101.990 

7004.052, 13936.670 
7004.052,13936.670 

0/0 

4 

7.374,6.742 

3.1581.1 5791 

7.867 

3.224, 10.540 

3224,10.540 

4/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

7079.085, 5030.830 
7043.3216,4980.3805 
7079.085 

2098.704,12059.465 
2098.704, 12059.465 

0/0 

3 

6.989, 6.847 

1.7802,1.0278 

6.398 

5.580,8.990 

5.580, 8.990 

3/0 

0.1489 

3 

7500.506, 7079 276 
2979.9043, 1720.4485 
7564.865 

4488.944, 10447.710 
4488.944, 10447.710 

0/0 

4 

6.053, 5.664 

2.6989, 1.3494 

5.193 

3.906,9.920 

3.906, 9.920 

4/0 

0.0518 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

7272.466, 6507.886 
3687.8285,2129.1688 
6049.600 

3258.002, 10509.795 
3258.002, 10509.795 

4 

8.819, 8.419 

3.1629,1.5814 

63218 

5.704, 13.134 

5.704, 13.134 

0.0518 

3 

8877.542, 8499.398 
2928.4631, 1690 7489 
10394,395 

5301.813, 10735.417 
5501.815, 10736.417 

4 

6.885, 6.463 

2 5979. 1 2989 

7.165 

3.617,9.593 

3.617,9.593 

0.0518 


8 P-vulue from Wtlcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *< 1.234* will be used as ’1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hottr Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 134 of254) 


Biomariar: Coiicine (m>/24hr) Analytical Lab: INBiFO 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-yalue* 

Smokers 

Non-Smokers 

P-value’ 

Week! 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

1312.326, 1159.440 
679.1353,392.0989 

1549.925 

546213,1840239 
546.313,1840 239 

0/0 

4 

2.115, 1.640 
1.8870,0.9435 

1.377 

0.808,4,898 

0.808,4.898 

3/0 

0.0518 

3 

1547.838. 1457.358 
601.3971,347.2168 
1705.907 

883.193,2054.413 

883.193,2054.413 

0/0 

3 

1.217, 1.126 
0.5490,0.3170 

1.244 

0.655, 1.752 

0.655, 1.752 

3/0 

0.0809 

wee* 2 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

1227.563, 1181.436 
395.2313,228.1860 
1286254 

806.075,1589.861 

806.075,1589.861 

0/0 

4 

1.231,1.190 
0.3624,0.1812 

1.210 

0.918,1.584 

0.918,1.584 

4/0 

0.0497 

3 

1823.242,1753.790 
611.9120, 353.2876 
1779.971 

1234.114,2455.641 
1234.114, 2455,641 

0/0 

4 

1.299, 1.188 

0.5563, 0.2782 

1.386 

0.568, 1.857 

0.568, 1.857 

4/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

ft of BLQ/ALQ Values 

2 

1247.335, 886.433 
1241.0332.877.5430 
1247.335 

369292.2124.878 

369.792.2124.878 

0/0 

3 

1.231, 1.206 

0.3138.0.1812 

1.127 

0.983,1.584 

0.983,1.584 

3/0 

0.1489 

3 

1321.589,1247.368 
525.0593.303.1432 
1332.929 

790.952,1840.887 
790.952. 1840.887 

0/0 

4 

1.067.0.998 

0.4756,0.2378 

0.915 

0.688. 1.748 

0.688,1.748 

4/0 

0.0518 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

3 

1281.409,1146.690 
649.7955,375.1596 
1418.340 

574.060,1851.826 

574.060,1851.826 

4 

1.554, 1.483 
0.5573,0.2786 

1.448 

1.005,2.314 

1.005,2.314 

0.0518 

3 

1564.223.1497.594 
515.9951,297.9099 
1831.492 

969.420,1891,757 

969.420, 1891.757 

4 

1.213,1.139 

0.4578, 0.2289 

1.263 

0.637, 1.690 

0.637, 1,690 

0.0518 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a suhject, then calculating the descriptive statistics across subjects. Count of R1.Q/A1.Q values does nor apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234' will be used as T.234’1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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TaBle 14.2.2-2 

Statistical Comparison Between Sntokens and Nun-Srnukere by Gender of 24-Hour Urine Biomarkere of Exposure by Tiniepoint and Overall 

(Page 135 of264) 


Biomarker: Cotinine (1nniol/24hryciearetU! Der davl Analytical Lai: 1NB1FO 




Male 



Female 



Timewrint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

'Non-Smokers 


P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MtN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

589.927.556.189 
252.1529.145.5806 

516.755 

382.452.870.573 

382.452, 870.573 

0/0 


NA 

3 

371.957, 362.484 
104.0663,60.0827 

353.320 

278.469,484.083 

278.469,484.083 

0/0 



NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# Of BLQ/ALQ Values 

3 

547.632, 515.541 

240.5892, 1389043 

457.478 

365.140,820.277 

365.140,820.277 

0/0 


NA 

3 

910.234, 743 ,421 
691.8706,399.4517 
696.834 

350.203,1683.665 

350.203,1683.665 

0/0 



NA 

Week 3 

N 

MEAN.GEO MEAN 

SO. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

677.370, 592.889 
463.2759,327.5855 

677.370 

349.784. 1004.955 

349.784, 1004.955 

0/0 


NA 

3 

789.638,547.651 

826.6650,477.2753 

378,243 

249.386,1741.285 

249.386, 1741.285 

0/0 



NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

571.246,529.247 
285.5033,164.8354 

441.339 

373.796, 898.602 

373.796, 898.602 


NA 

3 

690.610, 576.476 
505.5171,291.8604 

519.720 

292.686, 1259.423 

292.686, 1259.423 



NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in qitestion 4 of the weekly survey for the corresponding week. 

“ P-value from Wilcox on rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as *1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Mon-Smokers by Gender of 24-Hour Unne Biomarkera of Exposure by Tuncpoint and Overall 

(Page 136 of 264) 


Biomarker: Cntinine t(m;/24hr)/cinafette per day) Analytical Lab: 1NB1FO __ 

_Male_ _ Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDrAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

103.945,98.000 
44.4294,25.6513 

91.052 

67.388, 153.395 
67.388,153.395 

0/0 


NA 

3 

65.539.63.869 

18.3364, 10.5865 

62.255 

49.066,85.295 

49.066,85.295 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

96.493,90.839 
42.3917,24.4749 

80.608 

64.338, 144.533 

64.338, 144.533 

0/0 


NA 

3 

160.383, 130.991 
121,9077,70.3834 

122.782 

61.706,296.662 
61.706,296.662 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

2 

119.353, 104.467 
81.6291,57.7205 

119.353 

61.632,177.073 

61.632, 177.073 

0/0 


NA 

3 

139.134, 96.496 
145.6588,84.0961 

66.646 

43.942,306.815 
43.942,306.815 

0/0 


NA 

Overall 

N 

MEAN, GF.O MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

100.654.93.253 

50.3058, 29.0441 

77.764 

65.863.158.334 

65.863.158.334 


NA 

3 

121.685, 101.575 

89.0727, 51.4262 

91.574 

51.571.221.911 

51.571.221.911 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject.then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does ltot apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbrthe overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 137 of264) 


Biomarker: Cotinine (nmol/mR Creatinine) 

Analytical Lab: INBIFO 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

j 

4 

O.OJ18 

3 

3 

0.0765 


MEAN, GEO MEAN 

4.952, 4.530 

0.006, 0.005 


7.459, 6.305 

0.007, 0.006 



sd, sn 

2.3935,1.3819 

0.0041,0.0020 


4.4571,2.5733 

0.0029,0.0017 



MEDIAN 

4.962 

0.005 


8.305 

0.005 



MIN. MAX 

2.553. 7.340 

0.003,0.012 


2.640. 11.433 

0.005,0.010 



5%, 95% 

2.553,7.340 

0.003,0.012 


2.640, 11.433 

0.005,0.010 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

3/0 


Week 2 

N 

3 

4 

0.0497 

3 

4 

0.0518 


MEAN, GEO MEAN 

5.895,5.703 

0 004, 0.004 


8.269,7.266 

0.007, 0.006 



SD, SE 

1.9382. 1.1190 

0.0016,0.0008 


5.2339,3.0218 

0.0034,0.0017 



MEDIAN 

4.778 

0.004 


6.393 

0.006 



MIN, MAX 

4.774,8.133 

0,002,0.006 


4.231,14.182 

0.003,0.011 



5%, 95% 

4.774, S 133 

0.002,0006 


4231, 14.182 

0.003,0.011 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

4/0 


Week 3 

N 

2 

3 

0.1386 

3 

4 

0-0497 


MEAN, GEO MEAN 

6.742,6.040 

0.005, 0.005 


6.759, 6.029 

0.006,0.005 



SD, SF. 

4.2370,2.9960 

0.0012,0.0007 


3.5104.2.026? 

0.0017,0.0009 



MEDIAN 

6.742 

0.006 


7.282 

0.006 



MIN, MAX 

3.746,9.738 

0.004,0.006 


3.016, 9.978 

0.003,0.007 



5%, 95% 

3.746,9.738 

0.004,0.006 


3.016, 9.978 

0.003,0.007 



4 of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Overall* 

N 

3 

4 

0.0497 

3 

4 

0-0518 


MEAN, GEO MEAN 

5 655.5.326 

0.005,0.005 


7 496. 6.674 

0.007. 0.006 



SD, SE 

2.4525,1.4160 

0.0008,0.0004 


3,8867,2.2440 

0.0024,0.0012 



MEDIAN 

4.868 

0.005 


8.225 

0.007 



MIN, MAX 

3.692, 8.404 

0.004,0.006 


3296,10.966 

0.004, 0.009 



5%, 95% 

3.692, 8.404 

0.004,0.006 


3.296,10.966 

0.004.0009 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification Ce.g., ’<1.234’will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 


Biomarker: Cotinine (pg/mg Creatinine) _ 

Statistical Comparison Belween Smokers and Non-Smokers by Gender of 24*Hotir Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 138 of 264) 

Analytical Lab: FNB1FO 





Male 



Female 


Timeooim 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-vaIue“ 

Week 1 

N 

3 

4 

0.0436 

3 

3 

0.0765 


MEAN, GEO MEAN 

0.872, 0.798 

0.001,0.001 


1.314, 1.1)9 

0.001,0.001 



SD.SE 

0.4215, 0.2434 

0.0005,0.0003 


0.7852,0.4533 

0.0006, 0.0003 



MEDIAN 

0.874 

0 001 


1.463 

0 001 



MIN, MAX 

0 45(1, 1.293 

0.001,0.002 


0465,2 014 

0,001,0 002 



5%, 95% 

0.450, 1.293 

0.001,0.002 


0.465,2.014 

0.001,0.002 



4 of BLQ/ALQ Values 

0/0 

3/0 


0/0 

3/0 


Week2 

N 

i 

4 

0.0436 

3 

4 

U.04J6 


MEAN, GEO MEAN 

1.039, 1.005 

0.001, N A 


1.457, 1.280 

0.001, 0.001 



SD.SE 

0.3415,0.1972 

0.0005,0.0003 


0.9222,0.5324 

0.0005, 0.0003 



MEDIAN 

0.842 

0001 


1.126 

nnoi 



MIN. MAX 

0.841.1.433 

0.000.0.001 


0.746.2.499 

0.001, 0.002 



5%, 95% 

0.841,1.433 

0.000,0.001 


0.746,2.499 

0.001, 0.002 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

4/0 


Week 3 

N 

2 

3 

0,1066 

3 

4 

0.0319 


MEAN, GEO MEAN 

1.188,1.064 

0.001,0.001 


1.191,1.062 

0.001, 0.001 



SD.SE 

0.7467, 0.5280 

0.0000,0.0000 


0.6187,0.3572 

0.0000, 0.0000 



MEDIAN 

1.188 

0.001 


1.283 

0.001 



MIN, MAX 

0.660,1.716 

0.001,0.001 


0.531.1.758 

0.001,0.001 



5%. 95% 

0.660,1.716 

0.001,0.001 


0.531,1.758 

0.001,0.001 



# Of BLQ/ALQ Values 

0/0 

3/0 


n/n 

4/0 


Overall* 

N 

3 

4 

0.0319 

3 

4 

0.0497 


MEAN. GEO MEAN 

0.997,0.939 

0.001,0.001 


1 321, 1 176 

0001,0-001 



SD.SE 

0.4320,0.2494 

0.0000, 0.0000 


0.6846, 0.3952 

0.0005, 0.0003 



MEDIAN 

0.858 

0.001 


1.449 

0.001 



MIN, MAX 

0 651. 1 481 

0.001,0.001 


0.581, 1.932 

0.001,0.002 



5%, 95% 

0.551, 1.481 

0.001,0.001 


0.581, 1.932 

0.001,0.002 



* P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values tor the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 139 of264) 


Blamaiker: Cotinine ((nmol/mg CreatmineVciaarette per day) Analytical Lab: INBIFO 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vahie* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.418,0.383 



€.324,0.277 




SD, SE 

0.1981,0.1144 



0.2214,0.1278 




MEDIAN 

0.426 



0.252 




MIN, MAX 

0.216,0 612 



0.147,0.572 




5%, 95% 

0.216,0.612 



0.147,0.572 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.485,0.439 



0.662,0.543 




SD, SE 

0.2501,0.1444 



0.4289,0.2476 




MEDIAN 

0.478 



0.709 




MIN, MAX 

0.239,0.739 



0.212,1.066 




5%, 95% 

0.239,0.739 



0.212,1.066 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

0.718,0.712 



0.732,0.467 




SD. SE 

0.1329,0 0940 



0.8125,0.469! 




MEDIAN 

0.718 



0.364 




MIN, MAX 

0.624,0.812 



0.168,1.663 




5%, 95% 

0.624,0.812 



0.168,1.663 




# of BLQ/ALQ Values 

0,3) 



0/0 



Overall" 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.486,0.437 



0,573,0.458 




SD, SE 

02473,0.1428 



0.4096,0.2365 




MEDIAN 

0.509 



0.548 




MIN, MAX 

0.228,0,721 



0.176,0.994 




5%, 95% 

0.228,0.721 



0.176,0.994 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as '1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for Ute overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepornt and Overall 

(Page 140 of264) 


Biomarker: Cotinine ((pg/mg Creatinineycigarette per day) Analytical I.ab: INR1FO 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokeis 

P-value" 

Week 1 

N 

3 


NA 

3 


NA 


MEAN.GEO MEAN 

0.074,0.068 



0,057, 0049 




SD, SE 

0.0350.0.0202 



0.0392, 0.0226 




MEDIAN 

0.075 



0.044 




MP4, MAX 

0.038,0.108 



0.026, 0.101 




5%, 95% 

0.038,0.108 



0.026,0.101 




If of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.085, 0.077 



0.117,0.095 




SD, SE 

0.0440,0.0254 



0.0758,0.0438 




MEDIAN 

0.0S4 



0.125 




MP4, MAX 

0.042,0.130 



0.037,0.188 




5%, 95% 

0.042,0.130 



0.037,0.188 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

0.127,0.125 



0.129,0.083 




SD. SE 

0.0233.0 0165 



0.1430,0.0826 




MEDIAN 

0.127 



0.064 




MP4, MAX 

0.110,0.143 



0.030.0293 




5%, 95% 

0.110,0.143 



0.030,0.293 




It of BLQ/ALQ Values 

0/0 



WO 



Overall* 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

0.086,0.077 



0.101,0.081 




SD, SE 

0.0437,0.0252 



0.0721,0.0416 




MEDIAN 

0.090 



0.097 




MP4, MAX 

0.040,0.127 



0.031,0.175 




5%. 95% 

0.040.0.127 



0.031,0.175 




NOTE: Values listed were normalized by taking the original btomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

4 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. t '<1.234' will be used as'! .234') for the averages across visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarfcera of Exposure by Timepoint and Overall 

(Page 141 of264) 


Btomarker: Cotinine (nmol/L) _ Analytical Lab: INBIFQ 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 

4 

0.0436 

3 

3 

0.0636 


MEAN, GEO MEAN 

6583.8,5308 2 

7.6, 5.0 


3693.7, 3619.1 

3.1, 3.1 



SD, SE 

4959.84,2863.57 

8.90,4.45 


939.49.542.41 

0.00,0.00 



MEDIAN 

5463.6 

3.1 


3338.5 

3.1 



MIN, MAX 

2279.8. 12007.9 

3 1,20.9 


2983.6,4759.0 

31,3.1 



5%, 95% 

2279.8, t2007.9 

3 1,20.9 


2983.6, 4759 .0 

3.1,3.1 



H of BLQ/ALQ Values 

0/0 

3/0 


0/0 

3/0 


Week 2 

N 

3 

4 

0.0319 

3 

4 

0.0319 


MEAN, GEO MEAN 

6439.9,5581.3 

3.1,3.1 


4243.9,4212.0 

31,3.1 



SD, SE 

3631.27,2096.51 

0.00,0.00 


620.20, 358.07 

0.00,0.00 



MEDIAN 

7090.1 

3.1 


4495.7 

3.1 



MIN, MAX 

2527.5,9702.2 

3.1,3.1 


3537.4, 4698.6 

.3.1,3.1 



5%, 95% 

2527.5,9702.2 

3.1.3.1 


3537.4.4698.6 

3 1.3.1 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

4/0 


Week 3 

N 

2 

3 

0.1066 

3 

4 

0.0319 


MEAN, GEO MEAN 

4650.6,3439.8 

3.1,3.1 


3602.1,3500.7 

3.1,3.1 



SD, SE 

4426.13,3129.75 

0.00,0.00 


1094.83, 632.10 

0.00,0.00 



MEDIAN 

4650.6 

3.1 


3087.7 

3.1 



MIN. MAX 

1520.8.7780.3 

3.1,3.1 


2859.2, 4859.4 

3 1.3.1 



5%, 95% 

1520.8,7780.3 

3.1,3.1 


2859.2, 4859.4 

3.1,3.1 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Overall* 

N 

3 

4 

0.0436 

3 

4 

0.0319 


MEAN, GEO MEAN 

6072.1.5067.8 

4.6,4.0 


3846.5, 3787.3 

3.1,3.1 



SD, SE 

3864.42,2231.12 

2.95,1-48 


841.91,486.07 

0.00,0.00 



MEDIAN 

6276.9 

3.1 


3640.6 

3.1 



MIN, MAX 

2109.4,9830.1 

3.1,9.0 


3126.7,4772.3 

3.1.3.1 



5%, 95% 

2109.4,9830.1 

3.1,9.0 


3126.7.4772.3 

3.1,3.1 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234^ wilt be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 142 of264) 


Btomarker: Cotinine (h g /mL) _ Analytical Lab: INBIFO 


Male 


Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vnlue’ 

Smokers 

Non-Smokere 

Weekl 

N 

3 

4 

0.0436 

3 

3 


MEAN, GEO MEAN 

1160.1,935.3 

1.3,08 


650.8, 637.7 

0.5, 0.5 


SD, SE 

873.93, 504.56 

1.60,0.80 


165.53,95.57 

0.00,0.00 


MEDIAN 

962.7 

0.5 


588.2 

0.5 


MIN. MAX 

401.7. 2115.8 

0.5, 3.7 


525 7, 838.5 

05, 0 5 


5%, 95% 

401.7, 2115.8 

0.5, 3.7 


525.7, 838.5 

0.5, 0.5 


# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

3/0 

Week 2 

N 

3 

4 

0.0319 

3 

4 


MEAN, GEO MEAN 

11 34.7, 983.4 

0.5, 0.5 


747.8, 742.1 

0.5, 0.5 


SD, SE 

639.84,369.41 

0.00,0.00 


109.27,63.09 

0.00,0.00 


MEDIAN 

1249.3 

0.5 


792.1 

0.5 


MIN, MAX 

445.3, 1709.5 

0.5,0.5 


623.3, 827.9 

0.5,0.5 


5%, 95% 

445.3, 1709.5 

0.5,0.5 


623.3, 827.9 

0.5,0.5 


# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

4/0 

Week 3 

N 

2 

3 

0.1066 

3 

4 


MEAN, GEO MEAN 

819.5,606.1 

0.5,0.5 


634.7,616.8 

0.5,0.S 


SD, SE 

77987,551.45 

0 . 00 . 0.00 


192 88. 111.36 

0.00,0 00 


MEDIAN 

819.5 

0.5 


544.1 

0,5 


MIN, MAX 

268.0,1370.9 

0.5,0.5 


503.8, 856.2 

0.5,0.5 


5%, 95% 

268.0,1370.9 

0.5,0.5 


503.8, 856.2 

0.5,0.S 


# oi BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 

Overall* 

N 

3 

4 

0.0436 

3 

4 


MEAN, GEO MEAN 

1069.9,893.0 

0.8,0.7 


677.8,667.3 

0.5,0.5 


SD, SE 

680.92,393.13 

0.55,0.28 


148.36,85.66 

0.00,0.00 


MEDIAN 

1106.0 

0.5 


641.5 

0.5 


MIN, MAX 

371.7,1732.1 

05,1.6 


550.9, 840.9 

0.5,0.5 


5%, 95% 

371.7,1732.1 

0.5,1,6 


550.9,840.9 

0.5.0.5 


P-value* 


0.0636 


0.0319 


0.0319 


0.0319 


a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by firet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., ’<1.234’will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokere and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 143 of 264) 




Biomarker: Cotinine ((nmol/LVcifiarene per day) Analytical Lab: INBIFO 

Timepoint 



Male 



Female 

Statistic 

Smokers 

Non-Smokere 

P-value* 

Smokers 

Non-Smokers 

Week 1 

N 

3 


NA 

3 



MEAN. GEO MEAN 

539.4.448.7 



159.0,158.6 



SD, SE 

405.80,234.29 



12.80.7.39 



MEDIAN 

380.0 



165.8 



MIN, MAX 

237.5,1000.7 



144.2. 166.9 



5%, 95% 

237.5,1000.7 



144.2, 166.9 



If of BLQ/ALQ Values 

0/0 



o/o 


Week 2 

N 

3 


NA 

3 



MEAN, GEO MEAN 

496.4,429.2 



394.9,314.6 



SD. SE 

337.76, 195.01 



337.01,194.58 



MEDIAN 

354.5 



224.8 



MIN, MAX 

252.8.882.0 



176.9, 783.1 



5% 95% 

252.8, 882.0 



176.9, 783.1 



# of BLQ/ALQ Values 

o/o 



0/0 


Week 3 

N 

2 


NA 

3 



MEAN, GEO MEAN 

451.0,405.4 



374.4, 270.8 



SD, SE 

279.24,197.45 



377.19, 217.77 



MEDIAN 

451.0 



158.8 



MIN, MAX 

253.5,648.4 



154.4, 809.9 



5%, 95% 

253.5,648.4 



154.4, 809.9 



U of BLQ/ALQ Values 

0/0 



0/0 


Overall’ 

N 

3 


NA 

3 



MEAN, GEO MEAN 

478.4,419.4 



309.4, 260.2 



SD, SE 

316.39,182.67 



233.66, 134.90 



MEDIAN 

296.0 



182.0 



MIN, MAX 

295.4,843.7 



167.2, 579.1 



5%, 95% 

295.4, 843.7 



167.2, 579.1 



P-value* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<i ,234’ will be used as M .234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2*2 

Statistical Comparison Between Smolcers and Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page (44 of 264) 


Biomarker Cotinine ((ng/mLyrigarette per day) Analytical Lab: INBIFQ 


Timepoint 



Male 

-- 

P-value* 

Smokers 

Female 


Statistic 

Smokers 

Non-Smokers 

Non-Smokers 

P-va!ue* 

Week I 

N 

3 



NA 

3 


NA 


MEAN, GEO MEAN 

$5.1,79.1 




28.0,27.9 




SD, SE 

71.46,41.26 




2,25.1.30 




MEDIAN 

67.0 




29.2 




MIN. MAX 

41.9,176.3 




25.4.29.4 




5%. 95% 

41,9.176.3 




25.4,29 4 




# of BLQ/ALQ Values 

WO 




0/0 



Week 2 

N 

3 



NA 

3 


NA 


MEAN, CEO MEAN 

87.5,75.6 




69.6,55.5 




SD, SE 

59.52.34.36 




59.38, 34.29 




MEDIAN 

62.5 




39.6 




MIN, MAX 

44.5,155.4 




312,138.0 




5%. 95% 

44.5.155.4 




31.2.138.0 




# of BLQ/ALQ Values 

0/0 




0/0 



Week 3 

N 

2 



NA 

3 


NA 


MEAN. GEO MEAN 

79.5,71.4 




66.0.47.7 




SD, SE 

49.14.34.75 




66.45.38.37 




MEDIAN 

79.5 




28.0 




MIN, MAX 

44.7,114.2 




27.2,142.7 




5%. 95% 

44.7,114.2 




27.2,142.7 




ff of BLQ/ALQ Values 

0/0 




0/0 



Overall" 

N 

3 



NA 

3 


NA 


MEAN, GEO MEAN 

84.3.73.9 




54.5,45.9 




SD, SE 

55.69, 32.15 




41.13,23.75 




MEDIAN 

52.2 




32.1 




MIN. MAX 

52.1.148,6 




29.5, 102.0 




5%, 95% 

52.1,148.6 




29.5, 102.0 




NOTE: Values listed were normalised by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as *1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biotnarkers of Exposure by Timepoint and Overall 

{P#.ge 145 of 264) 


Binmarker Cotmine-N-glucuronide (nmol/'24hr) Analytical Lab: fNBIFO 




Male 



Female 


Timepoinl 

Staii Stic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

MEAN. GEO MEAN 

SD, SE 

MEDL4N 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

13071.938,6498.188 

11737.0997,6776.4177 

14233.849 

797.096.24184.869 

797.096,24184.869 

0/0 

3 

[7.169,16.468 

6.0729, 3.5062 

16.116 

11.692,23.700 

11.692,23.700 

3/0 

0.0809 

3 

13773.180,13119.276 
5506.3041,3179.0662 
10987.230 

10216.584,20115.725 

10216.584,20115.725 

0/0 

2 

17.412,15.500 

11.2168, 7.9315 

17.412 

9.480. 25-343 

9.480,25.343 

2/0 

0.1489 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

3 

12636.624, 8989.660 
9131.5180,5272.0844 
15906.187 

2320.420, 19683.264 

2320.420, 19683.264 

0/0 

4 

17.795, 17.207 

5.2448, 2.6224 

17.499 

13.272,22.910 
13.272,22.910 

4/0 

0.0497 

3 

13934.476,13447.472 
4577.3678,2642.7445 

13037 360 

9872.082,18893.985 
9872.082,18893.985 

0/0 

3 

19.263, 17.114 

9.7891, 5.6517 

22.713 

8.216, 26.860 

8.216,26.860 

3/0 

0.0809 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

2 

9852.461, 2562.480 
13453.9715, 9513.3945 

9852.461 

339.066,19365.855 

339.066, 19365.855 

0/0 

3 

17.812, 17.448 

4.5365, 2.6192 

16.306 

14.220,22.910 

14-220, 22.910 

3/0 

0.1489 

3 

11811.580,11287.298 
4052.3332,2339.6156 
12845.595 

7342.419, 15246.725 

7342.419, 15246.725 

0/0 

3 

12.140, 11.974 

2.4911, 1.4382 

11.613 

9.954, 14.852 

9.954, 14.852 

3/0 

0.0809 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

M[N, MAX 

5%, 95% 

3 

12433.403,7153.022 

10221.2133,5901.2203 

15070.018 

1152.194,21077.996 

1152.194,21077.996 

4 

17.802, 17.491 

3.9046, 1.9523 

16.980 

14.536,22.713 

14.536,22.713 

0.0518 

3 

13173.078,12666.849 
4535.8196,2618.7567 
12290.062 

9143.695, 18085.478 
9143.695, 18085.478 

4 

16429,15.218 
7.1309.3.5655 

16.235 

9.217,24.028 

9.217,24.028 

0.0518 


* P-value from Wtlcoxon rank-sum teat. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234* will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 146 of 264) 


Biomarker: Cotinine-N-glucuronide ((nmol/24hr)/cigarette per day) 

Analytical Lab: INBIFO 







Male 



Female 



Timepoint Statistic Smokers 

Non-Smokers 

P-valuc’ 

Smokers 

Non-Smokers 

P-value J 



Week 1 

N 

3 

NA 

3 

NA 


MEAN, GEO MEAN 

922.373, 549,252 


575.506, 574.960 



SD, SE 

9772890, 564.2381 


30.8736,17.8249 



MEDIAN 

618-863 


567.588 



MIN. MAX 

132.849,2015.406 


549.362, 609.567 



5%, 95% 

132.849,2015.405 


549.362,609.567 



# of BLQ/ALQ Values 

0/0 


C/0 


Week 2 

N 

3 

NA 

3 

NA 


MEAN, GEO MEAN 

938.913,691.198 


1431.490, 1004.393 



SD, SE 

788.5418,455.2648 


1489.5090, 859.9684 



MEDIAN 

795.309 


651.868 



MIN, MAX 

232.042,1789.388 


493.604,3148.998 



5%, 95% 

232.042,1789.388 


493.604,3148.998 



# of BLQ/ALQ Values 

0/0 


0/0 


Week 3 

N 

2 

NA 

3 

NA 


MEAN, GEO MEAN 

835.166,301.991 


1197.104.873.183 



SD, SE 

! 101.1845, 778.6550 


1169.8366,675.4055 



MEDIAN 

835.166 


642.280 



MIN, MAX 

56.511, 1613.821 


407.912,2541.121 



5%, 95% 

56.511. 1613.821 


407.912.2541.121 



n of blq/alq values 

0/0 


0/0 


Overalf 

N 

3 

NA 

3 

NA 


MEAN, GEO MEAN 

884.586. 563.990 


1068.033. 858.126 



SD, SE 

846.9359,488.9787 


895.7948,517.1874 



MEDIAN 

707.086 


614.503 



MIN, MAX 

140,467.1806.205 


489.701,2099.895 



5%, 95% 

140.467, 1806.205 


489.701,2099.895 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

T Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^<1.234* will be used as ’L234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Btomarkers of Exposure by Timepoim and Overall 

(Page 147 of 264) 


Biomaricer; Cotinirte-N-glucuronide (nmol/mg Creatinine) Analytical Lab: 1NB1PQ 


Timepoim 

Statistic 

Smokers 

Male 

Non-Smokers 

P-value" 


Smokers 

Female 

Non-Smokers 

P-value" 

Week 1 

N 

3 

3 

0.0809 


3 

2 

0.1489 


MEAN, GEO MEAN 

S.559,4.473 

0.009, 0.009 



10.895, 10.002 

0.019, 0.017 



SD, SB 

8.1809,4.7232 

0.0025, 0.0015 



4.8224, 2.7842 

0.0092, 0.0065 



MEDIAN 

8 030 

0 009 



12975 

0.019 



MiN. MAX 

0.656.16.992 

0.007, 0.012 



5.382,14.329 

0.012.0.025 



5%. 95% 

0.656,16.992 

0 007, 0.012 



5.382,14.329 

0.012,0 025 



#of BLQ/ALQ Values 

0/0 

3/0 



0/0 

2/0 


week 2 

N 

3 

4 

0.0318 


3 

3 

0.0809 


MEAN, GEO MEAN 

10.188,7.646 

0.010,0.009 



10,396,9.817 

0.017,0.015 



SD, SE 

7.6612,4.4232 

0.0045,0.0023 



3.8935,2.2479 

0.0105, 0.0061 



MEDIAN 

10.399 

0010 



11.956 

0.017 



MIN, MAX 

2.423.17.741 

0.005,0.016 



5.964,13.267 

0.007, 0.028 



5%, 95% 

2.423, 17.741 

0.005,0.016 



5.964,13.267 

0.007, 0.028 



# of BLQ/ALQ Values 

0/0 

4/0 



0/0 

3/0 


Week 3 

N 

2 

3 

0.1489 


3 

3 

0.0809 


MEAN, GEO MEAN 

8.121,3.076 

0.013,0.013 



10.620, 9,613 

0.013,0.012 



SD. SE 

10.5292,7.5160 

0.0038,0.0022 



5.0463,2.9135 

0.0044. 0.0025 



MEDIAN 

8.121 

0.015 



12.366 

0.015 



MIN, MAX 

0.605, 15.637 

0.009,0.016 



4.933,14.562 

0.008, 0.016 



5%, 95% 

0.605,15.637 

0.009,0.016 



4.933, 14.562 

0.008,0.016 



« of BLQ/ALQ Values 

0/0 

3/0 



0/0 

3/0 


Overall* 

N 

3 

4 

0.0518 


3 

4 

0.0518 


MEAN. GEO MEAN 

9.078, 5.749 

0.011.0.010 



10.637, 9.833 

0.017,0.016 



SD, SE 

7.7819,4.4929 

0.0026,0.0013 



4.5283,2.6144 

0.0059,0.0030 



MEDIAN 

9.215 

0.011 



12 869 

0019 



MIN, MAX 

1.228,16.790 

0.007,0.013 



5.426,13.616 

0.009,0.022 



5%, 95% 

1,228,16.790 

O.OQ7* 0.013 



5.426,13.616 

0.009,0.022 



* P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., ’<1.234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Moui Urine Bicmarkcra of Exposure by Timcpomt and Overall 

(Page 148 of264) 


Rl/NmarL-rr- ffnmnl/mp CreatinineVcioarette oer dav) 

Analytical Lab: INBIFO 





_ 

———-- 

-B- 


Male 



Female 



Timetjoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

p Of BLQ/ALQ Values 

3 

0,625,0,378 

0.6957,0.4017 

0.349 

0109.141ft 

0.109, 1.416 

0/0 


NA 

3 

0.441,0.438 

0.1765, 0.1019 

0.434 

0.299, 0.649 

0.299, 0.649 

O/U 


NA 


Week 2 

N 

MEAN, GEO MEAN 

SD, SE 
median 

MIN. MAX 

5%, 95% 

P of BLQ/ALQ Values 

3 

0.792,0.588 

0.7247,0.4184 

0.520 

0.242,1.613 

0.242, 1.613 

0/0 


NA 

3 

0.985, 0.733 
0.8921,0.5151 

0.663 

0.298,1.993 

0.298, 1.993 

0/O 


NA 


Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.702,0.363 

0.8499,0.6010 

0.702 

0.101,1.303 

0.101.1.303 

0/0 


NA 

3 

1.106. 0.743 

1.1566, 0.6678 

0.618 

0.274,2.427 

0.274,2.427 

0/0 


NA 


Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

3 

0.677.0.456 

0.6795,0.3923 

0.435 

0.(51, 1.444 

0-151, 1.444 


NA 

3 

0.850,0.671 

0.6878,0.3971 

0.643 

0.290, 1.618 

0,290, 1.618 


NA 



NOTE: Values listed were normalized by taking the original biomarker and dividing il by the number of cigarettes found in question 4 of the weekly survey forttie corresponding week. 

' Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the Limit 
of the quantification (e.g.. ’<].234’will be used as ’1 .2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 


Bio marker: Cotinine-N-clucuronide (nmoI/L) 

Statistical Comparison Between Stnokers and Non-Smokers by Gender of 24-Hour Urine Biomarkeisof Exposure by Timepoint and Overall 

(Page 149 of 264) 

Analytical Lab: FNBIFO 


Timeucint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 

3 

0.0636 

3 

2 

0.1386 


MEAN, GEO MEAN 

12408,6,5242.0 

7.9, 7.9 


6026.8, 5740.5 

7.9, 7.9 



SD, SE 

13952.69. 8055.59 

0.00, 0.00 


2211.40,1276.75 

0.00,0.00 



MEDIAN 

8840.9 

7.9 


6081.3 

7.9 



MIN. MAX 

586.1.27798.7 

7.9.7.9 


3788.7.8210.5 

7.9, 7.9 



5%. 95% 

586.1,27798.7 

7.9, 7.9 


37887,8210.5 

7.9, 7.9 



4 of BLQ/ALQ Values 

0/0 

3/0 


0/0 

2/0 


Week/ 

N 

3 

4 

0.0319 

3 

3 

0.0636 


MEAN, GEO MEAN 

12629.9,7483.0 

7.9,7.9 


5993.1,5690.5 

7.9,7.9 



SD, SE 

10235.53, 5909.49 

0.00,0.00 


2451 58,1415.42 

0.00,0 00 



MEDIAN 

15442.9 

7.9 


4985.9 

7.9 



MIN, MAX 

1282.0,21164.8 

7.9, T9 


4205.6,8787.9 

7.9, 7.9 



5%, 95% 

1282.0,21164.8 

7.9, 7.9 


4205.6, 8787.9 

7.9,7.9 



# of BLQ/ALQ Values 

0/0 

470 


0/0 

3/0 


Week 3 

N 

2 

3 

0.1066 

3 

3 

0.0636 


MEAN, GEO MEAN 

6369.9, 1752.1 

7.9, 7.9 


5670.4. 5581.6 

7.9, 7.9 



SD. SE 

8660.93. 6124.20 

0 . 00 . 0.00 


1262.84, 729.10 

0.00,0.00 



MEDIAN 

6369.9 

7.9 


5243.1 

7.9 



MIN, MAX 

245.7, 12494.1 

7.9, 7.9 


4676,7, 7091.5 

7.9,7.9 



5%, 95% 

245.7. 12494.1 

7.9, 7.9 


4676.7,7091.5 

7.9,7.9 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

3/0 


Overall" 

N 

3 

4 

0.0319 

3 

4 

0.0319 


MEAN. GEO MEAN 

11110.8.5596.2 

7.9, 7.9 


5896.8,5707.7 

7.9,7.9 



SD, SE 

9930.88,5733.59 

0.00,0.00 


1894.02,1093.51 

0.00,0.00 



MEDIAN 

12141.9 

7.9 


5248.0 

7.9 



MIN. MAX 

704.6.20485.9 

7.9, 7.9 


4412,5,8050.0 

7.9,7.9 



5%, 95% 

704.6,20485.9 

7.9, 7.9 


4412.5, 8030.0 

7.9,7.9 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as TJ234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14,2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcra of Exposure by Timepoint and Overall 

(Page 150 of264) 


Biomarker: Cctinine-N-glucuronide ((nmoI/LVcigarette per day) _ Analytical Lab: 1NBIFQ 





Male 



Female 


Timeooitrt 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It of BLQ/ALQ Values 

3 

932.9,443.1 
1206.86, 696.78 

384.4 

97.7.2316.6 

97.7.2316.6 

0/0 


NA 

3 

258.7,251.6 

74.74,43.15 

248.8 

189.4,337.9 

189.4. 337.9 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, M.AX 

s%m 

if ot BLQ/ALQ Values 

3 

941,5,575.3 

909.85.525.30 

772.1 

128.2,1924.1 

128.2, 1924.1 

0/0 


NA 

3 

641.4,425.0 

713.24,411.79 

249.3 

210.3,1464.7 

210.3,1464.7 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

it of BLQ/ALQ Values 

2 

541.1,206.6 

707.25,500.10 

541.1 

41.0, 1041.2 

41.0, 1041.2 

0/0 


NA 

3 

56R.0,431.8 
531.68,306.97 

262.2 

259.8,1181.9 

259.8, 1181.9 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

609.3,449.2 
859,41,496.18 

578.3 

89.0,1760.6 

89.0,1760.6 


NA 

3 

489.3, 391.7 
413.18,238.55 

282.3 

220.6.955.1 

220.6.965.1 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
m P-value from Wilcox on rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., '<1.234'will be used as 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


i 

l 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Titnepoini and Overall 

(Page 151 of 264) 


Biomarker: NNAL (dc/24Hf'i 

Analytical Lab: JNBIFO 








Male 



Female 


Timecoint Statistic 

Smokers 

Non-Smokers 

P-VillK* 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

62452.500.62452.500 

NA, NA 

62452.500 

62452.500.62452.500 

NA, NA 

0/0 

3 

11093.333. 10870.393 
2584.0041. 1491.8755 
12480.000 

8112.000.12688.000 

8112.000, 12688.000 

3/0 

NA 

3 

178820.667, 175395.895 
41679.4956,24063.6680 
185712.000 

134125.000,216625.000 

134125.000,216625.000 

0/0 

4 

22991.800, 20917.512 
10209.8955,5104.9478 
24310.000 

9984.000. 33363.200 

9984.000, 33363.200 

4/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 
SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

105754.000, 105754.000 

NA, NA 

105754.000 

105754.000,105754.000 

NA, NA 

0/0 

3 

15461.333, 14181.935 
7107,3431,4103.4264 
16744.000 

7800.000,21840.000 

7800.000,21840.000 

3/0 

NA 

3 

228047.333,224015.166 

54220.0312,31303.9496 

207101.000 

187425.000,28%! 6.000 
187425.000,289616.000 

0/0 

4 

23738.000, 23012.947 
6972.0734,3486.0367 
22464.000 

16744.000,33280.000 
16744.000,33280.000 

4/0 

0.0518 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

1 

84103.250, 84103.250 

NA, NA 

84103.250 

84103.250, 84103.250 

NA, NA 

3 

13277.333, 12618.293 
4767.6750,2752.6185 

14716.000 

7956.000, 17160.000 

7956.000, 17160.000 

NA 

3 

203434,000,200791.664 

39131.3891.22592.5180 

211863.000 

160775.000,237664.000 
160775.000,237664.000 

4 

23364.900,22194.160 

8232.4429,4116.2215 

23387,000 

13364.000,33321.600 
13364.000,33321.600 

0.0518 


4 P-value from Wilcox on rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 152 of 264) 


Bio marker: NNAL (pmol/24hr) _ Analytical Lab: INBIFQ 





Male 



Female 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBLQ/ALQ Values 

i 

298.523,298.523 

NA, NA 

298.523 

298.523, 298.523 

NA, NA 

0/0 

3 

53.026,51.960 

12.3518, 7.1313 

59.554 

38.775, 60.649 

38.775, 60.649 

3/0 

NA 

3 

854.763, 838.393 
199.2279, 115.0243 
887.703 

641.118,1035 468 

641.1 IS, 1035.468 

0/0 

4 

109.90!, 99.986 
48.8031,24.4015 

116.202 

47 724,159 476 

47.724, 159.476 

4/0 

0.0518 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

1 

505.504, 505.504 

NA, NA 

505.504 

505.504,505.504 

NA, NA 

0/0 

3 

73.905, 67.790 

33.9730, 19.6143 

80.036 

37.284,104.395 

37.284, 104.395 

3/0 

NA 

3 

1090.066, 1070.793 
259.1712, 149.6326 

989 943 

895.892, 1384.364 

895.892, 1384,364 

0/0 

4 

113.468, 110.002 

33.3264,16.6632 

107.378 

80.036,159,078 

80.036,159.078 

4/0 

0.0518 

Overall* 

N 

MEAN, GEO MEAN 

SD. SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

1 

402.014,402.014 

NA, NA 

402.014 

402.014,402.014 

NA,NA 

3 

63.466,60.316 

22.7895. 13.1575 

70.343 

38.030, 82.025 

38.030,82.025 

NA 

3 

972.415, 959.785 
187.0479.107.9922 
1012.706 

768.505,1136.034 
768.505,1136.034 

4 

111.684,106.088 

39 3510.19 6755 

111.790 

63.880. 159.277 

63.880, 159.277 

0.0518 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg, ’<1.234* will be used as 1 L234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft I: 24 July 2002 


Page 740 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006439321 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by (tender of 24-Hour Urine Biomarkers of Exposure by Timepuim and Overall 

(Page 153 of264) 


Biomarker: NNAL ((pg/24hrVcigarette per day) Analytical Lab: INBIFO 


Male 


Female 


Timeuoint 

Statistic 

Smokers 

Non-SmokeTS 

P-value* 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3469.583,3469.583 

NA. NA 

3469.583 

3469.583,3469.583 

NA, NA 

0/0 


NA 

3 

12430.719,11664.330 
5517.4544,3185.5038 
10831.250 

7889.706, 18571.200 
7889.706, 18571.200 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

It of BLQ/ALQ Values 

1 

5875.222, 5875.222 

NA, NA 

5875.222 

5875.222, 5875.222 

NA, NA 

0/0 


NA 

3 

15171.572, 14019.226 
7769.4921,4485.7184 
11025.000 

10355.050, 24134.607 
10355.050,24134.667 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

1 

4672.403, 4672.403 

NA, NA 

4672,403 

4672.403,4672.403 

NA, NA 


NA 

3 

13801.146, 12884.990 
6564.6507, 3790.1029 
10593.150 

9457.353, 21352.934 
9457.353,21352.934 


NA 


NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-vatue from Wilcoxon rank-sum test. 

* Overall vatues calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’ will be used as ’1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 154 of264) 


Biomaiker: NNAL ((pmol/24hrycigarette peiday) Analytical Lab: 1NB1FQ 


Male 


Female 


Timepoini 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value‘ 

Week I 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

16.585,16.585 

NA.NA 

16.585 

16.585,16.585 

NA.NA 

0/0 


NA 

3 

59.419, 55.755 

26.3732, 15.2266 

51.773 

37.713, 88.770 

37.713, 88.770 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

ff of BLQ/ALQ Values 

I 

28,084,28.084 

NA.NA 

28.084 

28.084,28.084 

NANA 

0/0 


NA 

3 

72.520,67.012 

37 1383,21.4418 

52.700 

49.497,115.364 

49.497, 115.364 
u/o 


NA 

Overall* 

N 

MEAN.GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

1 

22.335.22.335 

NA, NA 

22.335 

22.335.22.335 

NA.NA 


NA 

3 

65 970, 61.591 

31.3788, 18.1166 

50.635 

45.207,102.067 

45.207.102.067 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< 1,234’ will be used as '1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Staristical Comparison Between Smokere and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Tjmepoint and Overall 

(Page 155 of 264) 


Qiomaiker: NNAL (pe/mg Creatinine! 

Analytical Lab: INB1FO 









Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vaiue" 

Smokers 

Non-Smokers 

P-vahie* 

week i 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

29.054,29.054 

NA, NA 

29 054 

29.054,29.054 

NA, NA 

010 

3 

5.550,5.315 

1.9500,1.125S 

5.462 

3.645.7.542 

3.645, 7.542 

3/0 

NA 

3 

164.779,140.477 
113.3532,65.4445 

128.848 

73.746,291.743 

73.746,291.743 

0/0 

4 

20.888, 17.821 

11.5119, 5.7559 

22.261 

6.731, 32.298 

6.73), 32.298 

4/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

58.056,58.056 

NA,NA 

58.056 

58.056,58.056 

NA,NA 

0/0 

3 

6.737,6.297 

2.7931, 1.6126 

7.202 

3.741,9.269 

3.741,9.269 

3/0 

NA 

3 

158.882, 148.769 
71.3089,41.1702 

139.892 

98.991,237.764 

98.991,237.764 

0/0 

4 

26.820, 23.491 

17.2384, 8.6192 

20.497 

14.286, 52.000 

14.286, 52.000 

4/0 

0.0518 

Overall' 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

I 

43.555,43.555 

NA. NA 

43.555 

43.555,43.555 

NA, NA 

3 

6.144,5.814 

2.3621.1.3638 

6.332 

3.693, 8.406 

3.693,8.406 

NA 

3 

161.831, 145.379 
92.3086, 53.2944 

134.370 

86.369.264.754 

86.369.264.754 

4 

23.854,21.132 

12.9278, 6.4639 

22.483 

10.509, 39.941 

10.509, 39.941 

0,0516 


1 P-vatoe from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg.. ’<1.234* will be used as *1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.3.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 1 4-Hour Urine Biomarfceis of Exposure by Timepoinr and Overall 

(Page 156 of264} 


Biomarker: NTNAL (pmol/mg Creatinine) _ Analytical Lab: 1NB1FO 


Time point 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

1 

3 

NA 

3 

4 

0.0518 


MEAN, GEO MEAN 

0.139,0.139 

0.026,0.025 


0.758.0.672 

0.100,0.085 



SD, SE 

NA, NA 

0,0095,0.0055 


0.5419,0.3129 

0.0549,0.0274 



MEDIAN 

0.139 

0.025 


0.616 

0.107 



MIN, MAX 

0.139,0.139 

0.017,0.036 


0.353, 1.395 

0.032,0154 



5%, 95% 

NA, NA 

0.017,0.036 


0.353,1.395 

0.032,0.154 



# of BLQ/ALQ Values 

0/0 

VO 


0/0 

4/0 


Week 3 

N 

I 

3 

NA 

3 

4 

0.0518 


MEAN. GEO MEAN 

0.278, 0.278 

0.032,0.030 


0760, 0.711 

0.128,0.112 



SD, SE 

NA, NA 

0.0131,0.0076 


0.3412,0.1970 

0.0S26, 0.0413 



MEDIAN 

0278 

0.034 


0.669 

0.098 



MIN, MAX 

0278, 0278 

0.018,0.044 


0473, 1.137 

0.06S, 0.249 



5%, 95% 

NA, NA 

0.018,0.044 


0.473, 1.137 

0.068,0249 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Overall* 

N 

1 

3 

NA 

3 

4 

0.0518 


MEAN, GEO MEAN 

0.209, 0.209 

0.029, 0.028 


0.774, 0.695 

0.114,0.101 



SD, SE 

NA. NA 

0.0110,0.0064 


0.4413, 0.2548 

0.0618.0.0309 



MEDIAN 

0.209 

0.030 


0.643 

0.108 



MIN, MAX 

0.209, 0.209 

0.018,0.040 


0.413,1.266 

0.050.0.191 



5%, 95% 

NA, NA 

0.018,0.040 


0.413.1.266 

0.050,0.191 



1 P-va!ue from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234* will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 157 of 264) 


Biomarkcr: NNAL ({pg/mg CreatinineV'cigarette per da y)_ Analytical Lab. INBIFQ 


Male_ _Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-yalue* 

Smokers 

Non-Smokers 

P-value 5 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

i 

1.614. 1.614 

NA, NA 

1.614 

1.614, 1.614 

NA, NA 

0/0 


NA 

3 

13.318.9.342 

13.7719, 7.9512 

6.442 

4.338,29.174 

4.338,29.174 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

3.225. 3.225 

NA, NA 

3.225 

3.225. 3.225 

NA, NA 

0/0 


NA 

3 

10.877, 9.310 
7.7615,4.4811 

6995 

5.823.19.814 

5.823.19.814 

0/0 


NA 

Overall" 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

I 

2.420, 2.420 

NA, NA 

2.420 

2-420, 2.420 

NA. NA 


NA 

3 

12.098,9.421 

10.7664.6.2160 

6.719 

5.081, 24.494 
5.081.24.494 


NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<f. 234’ will be used as ’1.234'} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 142.2-2 

Statistical Comparison Between Smokers and Non-Smokeis by Gender of 24-Hour 11 one Biomarkers of Exposure by Timepoint and Overall 

(Page 158 of 264) 


Rinrmrker NNAL ((Dmol/me CreatinincVciirarettc pet day) Analytical Lab: INBTFO -„— -—-——•- 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-valuc" 

Week 1 

V 

i 


NA 

3 


NA 


MEAN, GEO MEAN 

0.008, 0.008 



0.064, 0.045 




SD, SE 

NA,NA 



0.0660, 0.0381 




MEDIAN 

0.008 



0.031 




MIN, MAX 

0.008,0.008 



0.021.0.140 




5% 95% 

NA, NA 



0.021,0.140 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

0.015,0.015 



0.052, 0.044 




SD, SE 

NA, NA 



0.0373. 0.0215 




MEDIAN 

0.015 



0.033 




MIN. MAX 

0.015.0.015 



0028,0.095 




5%, 95% 

NA, NA 



0.028,0.095 




# Of BLQ/ALQ Values 

0/0 



0/0 



Overall' 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

0.012,0.012 



0.058,0 046 




SD. SE 

NA, NA 



0,0518,0.0299 




MEDIAN 

0.012 



0.032 




MIN, MAX 

0.012,0.012 



0.025,0.118 




5%, 95% 

NA, NA 



0.025,0.118 




NOTE: Values listed were normalized by taking the original biumarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value front Wilcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLO/ALO values does not apply as the BLQ/ALQ values were converted 10 the limit 
of the quantification (e.g., ’<! .234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Btomarkers of Exposure by Timcpomt and Overall 

(Page 159 of 264) 


Biomarfcer NNAL (pg/mU Analytical Lab: INB1FO 






- 

Timepoint 



Male 



Female 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smckeis 

P-value J 


Week ! 

N 

1 

3 

NA 

3 

4 

0.0319 



MEAN. GEO MEAN 

83.3,83.3 

10.4,10.4 


135.9, 133.2 

10.4,10.4 




SD.SE 

NA.NA 

0.00,0.00 


33.86, 19.55 

0.00,0.00 




MEDIAN 

83.3 

10.4 


127.2 

10.4 




MIN. MAX 

83 3,83.3 

10.4,10.4 


107.3. 173.3 

10.4,10.4 




5%, 95% 

NA, NA 

10.4,10.4 


107.3, 173.3 

10.4,10.4 




H of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 



Week 3 

N 

1 

3 

NA 

3 

4 

0.0319 



MEAN, GEO MEAN 

46.0,46.0 

10.4,10.4 


189.5, 178.6 

10.4,10.4 




SD. SE 

NA, NA 

0.00,0 00 


82.91, 47.87 

0.00,0.00 




MEDIAN 

46.0 

10.4 


157.4 

10-4 




MIN, MAX 

46.0,46.0 

10.4,10.4 


127.5. 283.7 

10.4.10.4 




5%, 95% 

NA.NA 

10.4,10.4 


127.5, 283.7 

10.4,10.4 




# Of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 



Overall* 

N 

1 

3 

NA 

3 

4 

0.0319 



MEAN, GEO MEAN 

64 7,64.7 

10.4,10.4 


162.7, 156.3 

10.4.10.4 




SD.SE 

NA, NA 

0.00,0.00 


58.30, 33.66 

0.00.0.00 




MEDIAN 

64.7 

10.4 


142.3 

10.4 




MIN. MAX 

64.7.64.7 

10.4,10.4 


117.4,228.5 

10.4,10.4 




5%, 95% 

NA, NA 

10.4, 10.4 


117.4,228.5 

10.4.10.4 




J P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.12-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 160 of 264) 


Biomarker NNAL (pmoI/L) _ Analytical Lab: INBIFO 




Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-valne* 

Smokers 

Non-Smokers 

P-va!ue ! 

Week i N 

i 

3 

NA 

3 

4 

0.0319 

MEAN, GEO MEAN 

398.2,398.2 

49.7,49.7 


649.8, 636.9 

49.7,49.7 


SD, SE 

NA.NA 

0.00,0.00 


161.84,93.44 

0.00, 0.00 


MEDIAN 

398.2 

49.7 


608.0 

49 7 


MIN, MAX 

398.2.398.2 

49.7.49.7 


512.9. 828.4 

49.7.49.7 


5%, 95’/. 

NA.NA 

49.7,49.7 


512.9, 828.4 

49 7,49.7 


# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Week 3 N 

I 

3 

NA 

3 

4 

0.0319 

MEAN, GEO MEAN 

219.9,219.9 

49.7, 49.7 


906.0, 853.6 

49.7,49.7 


SD. SE 

NA, NA 

0.00,0.00 


396.29,228.80 

0.00,0.00 


MEDIAN 

219.9 

49.7 


752.4 

49.7 


MEN, MAX 

219.9,219.9 

49.7,49.7 


609.5,1356.1 

49.7,49.7 


5%, 95% 

NA.NA 

49.7,49.7 


609.5,1356.1 

49.7.49.7 


# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Overall' N 

1 

3 

NA 

3 

4 

0.0319 

MEAN. GEO MEAN 

309.1,309.1 

49.7,49.7 


777.9,747.1 

49.7,49.7 


SD. SE 

NA.NA 

0.00.0.00 


278.70.160.91 

0.00.0.00 


MEDIAN 

309.1 

49.7 


680.2 

49.7 


MIN, MAX 

309.1,309.1 

49.7,49.7 


561.2,1092.3 

49.7,49.7 


5%. 95% 

NA.NA 

49.7.49.7 


561.2,1092.3 

49.7.49.7 



' P-valye from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2*2 

Statistical Comparison Between Smokers and Noti-Smokers by Gentler of 24-Hour Urine Biumarkcis of Exposure by Tirncpuini and Overall 

(Page 161 of264) 


Biomarker: NNAL Upg/mL yrigarette per day) Analytical Lab: INBIFQ 


Timepoint 

Statistic 


Male 



Female 


Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value J 

Week 1 

N 

1 


NA 

3 


NA 

MEAN, GEO MEAN 

4.6,4.6 



9.2, 8.9 




SD.SE 

NA, NA 



3.23,1.87 




MEDIAN 

46 



8,7 




MIN. MAX 

4.6,4.6 



6.3,12.7 




5*/., 95% 

NA, NA 



6.3,12.7 



# of BLQ/ALQ Values 

0/0 



0/0 



week 3 

N 

1 


NA 

3 


NA 

MEAN, GEO MEAN 

2.6,2.6 



11.6,11.2 




SO. SE 

NA, NA 



3.59,2.07 




MEDIAN 

2.6 



13.1 




MIN, MAX 

26,2.6 



7.5,14.2 




5%. 95% 

NA, NA 



7.5.14.2 



# of BLQ/ALQ Values 

0/0 



O/O 



Overall* 

N 

1 


NA 

3 


NA 

MEAN. OEO MEAN 

36,3.6 



10.4.10.1 




SD.SE 

NA, NA 



3.14,1.81 




MEDIAN 

3.6 



11.5 




MIN, MAX 

36,3.6 



6.9, 12.9 




5%. 95% 

NA, NA 



6.9, 12.9 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
Of the quantification (e.g., ’<] .234' will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bromarkeis of Exposure by Timepoint and Overall 

(Page 162 of 264) 


Biomaiter: NNAL ([pmol/LVcigarette per day) Analytical Lab: 1NBIFQ 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

22.1.22.1 



44.1,42.4 




SD, SE 

NA.NA 



15.48, 8.94 




MEDIAN 

22.1 



41.4 




MIN. MAX 

22.1.22.1 



30.2, 60.8 




5%, 95% 

NA.NA 



30.2, 60.8 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

12 2,12.2 



55.5,53 4 




SD, SE 

NA, NA 



17.14,9.89 




MEDIAN 

12.2 



62.7 




MIN, MAX 

12.2,12 2 



35.9, 67.8 




5%, 95% 

NA, NA 



35.9, 67.8 




It of BLQ/ALQ Values 

0/0 



0/0 



Overall" 

N 

l 


NA 

3 


NA 


MEAN, GEO MEAN 

17.2,17.2 



49.8,48.2 




SD, SE 

NA, NA 



14.93, 8.62 




MEDIAN 

17.2 



54.6 




MIN, MAX 

17.2,17.2 



33.1,61.8 




5%, 95% 

NA, NA 



33.1,61.8 




NOTE: Values 1 isled were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as 1^34*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: NNAL plus NNAL-rIuc <pg/24hr) Analytical Lab: 1NB1FO 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

_ P-value* 

Smokers 

Non-Smokers 

P-value' 

Wcckl 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

n of BLQ/ALQ Values 

1 

152850.000,152850.000 
NA.NA 

152850.000 

152850.000,152850.000 
NA,NA 

OK) 

3 

11093.333,10870.393 
2584.0041, 1491.8755 
12480.000 

8112.000,12688.000 

8112.000,12688.000 

3/0 

NA 

3 

681789.333,669555.039 
156190.6096, 90176.6905 
686875.000 

523118 000,835375.000 
523118.000,835375.000 

0/0 

4 

22991.800,20917.512 

10209.8955,5104.9478 

24310.000 

9984 000, 33363 200 
99S4.00O, 33363.200 

4/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

413080.000,413080.000 
NA.NA 

413080.000 

413080.000,413080.000 

NA.NA 

0/0 

4 

23536.500, 19211.985 
17161.2786, 8580.6393 
19292.000 

7800.000,47762.000 
7800.000,47702 000 

3/0 

NA 

3 

642731.000, 634249.1B1 
132354.3168, 76414.8004 
571809.000 

560952,000.795432.000 
560952.000,795432-000 

0/0 

4 

23738.000, 23012.947 
6972.0734, 3486.0367 
22464.000 

16744.000,33280.000 

16744.000,33280.000 

4/0 

0.0518 

Overall* 

N 

MEAN. GEO MEAN 
SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

I 

282965.000,282965.000 

NA.NA 

282965.000 

282965.000,282965.000 

NA.NA 

4 

21898.500,17600.341 
17676.3083,8838.1542 
15938.000 

7956.000,47762.000 
7956.000,47762.000 

NA 

3 

662260.167,661662.957 
34507.7257,19923.0447 
659275.000 

629342 000,698163-500 
629342.000,698163.500 

4 

23364.900,22194.160 

8232.4429,4116.2215 

23387.000 

13364.000, 33321.600 
13364.000,33321.600 

0.0518 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V:1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: NNAL plus NNAL-gluc (ptnol/24hr) Analytical Lab: INBIFO 









Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

730.623. 730.623 

NA, NA 

730.623 

730,623,730623 

NA, NA 

0/0 

3 

53.026, 51.960 

12.3518, 7.1313 

59.654 

38.775.60.649 

38.775, 60.649 

3/0 

HA 

3 

3258.953, 3200.473 
746.5914,431.0447 
3283.263 

2500.504. 3993.093 
2500.504,3993.093 

0/0 

4 

109.901, 99.986 

48.8031, 24 4015 

116.202 

47.724.159.476 

47.724, 159.476 

4/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

I 

1974.522,1974.522 

NA. NA 

1974.522 

1974.522,1974.522 

na.na 

0/0 

4 

112.504,91.833 

82.0308.41.0154 

92.216 

37.284, 22B.302 

37,284,228.302 

3/0 

NA 

3 

3072.254,3031.711 

632.6535.365.2627 

2733.247 

2681.351,3802.165 

2681.351,3802.165 

0/0 

4 

113.468, 110.002 

33.3264.16.6532 

107.378 

80.036, 159.078 

80.036. 159.078 

4/0 

0.0518 

Overall' 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

1 

1352.573.1352.573 

NA.NA 

1352.573 

1352.573, 1352.573 

NA.NA 

4 

104675.84.130 

84.4924,42.2462 

76.184 

38.030, 228.302 

38.030, 228.302 

NA 

3 

3165.604.3162.749 

164.9470.95.2322 

3151.335 

3008.255,3337.222 
3008.255,3337.222 

4 

111.684. 106.088 

39.3510, 19.6755 

111.790 

63.880, 159.277 

63.880, 159.277 

0.0518 


* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234 * will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker NNAI. plus NNAL-gluc (rDfi/24hrVciaarette per day) 

Analytical Lab: 1NB1FO 








Male 



Female 


Tunepoint 

Statistic 

Smokers 

Non-S makers 

P-vatue' 

Smokers 

Non-Smokers 

P-value' 

Week! 

N 

MEAN. CEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft ofBLQ/ALQ Values 

1 

8491.667, 8491.667 
NA.NA 

8491.667 

8491.667.8491.667 
NA.NA 

0/0 


NA 

3 

45265.085.44527.329 

9590.2148,5536.9131 

49139.706 

34343.750.52311.800 

34343.750.52311.800 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

1 

22948.889,22948.889 
NA, NA 

22948.889 

22948.889,22948.889 
NA, NA 

0/U 


NA 

3 

42624.542,39692.324 

20609,5428.11898.9251 

32997.176 

28590.450,66286.000 
28590.450, 66286.000 

0/0 


NA 

Overall* 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

1 

15720.278. 15720.278 
NA. NA 

15720.278 

15720.278. 15720.278 
NA, NA 


NA 

3 

43944.814.42475.372 

14137.0935,8162.0547 

41068.441 

31467.100,59298.900 

31467.100,59298.900 


NA 


NOTE: Values listed were normalized by raking the original bioitituker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

J P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values docs noi apply as the BLQ/ALQ values were converted 10 the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: NNAL plus NNAL-gluc ((prool/24hr)/ciflarette per day) _ Analytical Lab: 1NBIFQ 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokcra 

P-valuc* 

Week 1 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 9 5% 

# of BLQ/ALQ Values 

i 

40.590,40.590 

NA, NA 

40.590 

40.590,40.590 

NA, NA 

0/0 


NA 

3 

216.367,212.841 

45.8412,26.4664 

234.888 

164.163,250.050 

164.163,250.050 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

109.696, 109696 

NA, NA 

109.696 

109.696,109.696 

NA, NA 

0/0 


NA 

3 

203.745, 189.729 

98.5136. 56.8768 

157.727 

136.662,316.847 

136.662,316.847 

0/0 


NA 

Overall 4 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

1 

75 143, 75 143 

NA, NA 

75.143 

75.143,75.143 

NA, NA 


NA 

3 

210.057, 203.033 

57.5752, 39.0146 

196.308 

150.413.283.449 

150.413.283.449 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing il by the number of cigarettes found in question 4 of (he weekly survey for the corresponding week. 
1 P-value from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tJie BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: NNAL plus NNAL-eluc fnc/mg Creatinine) Analytical Lab: INBIFO 

Male 



Female 


Timepoint Statistic Smokers Non-Smokers 

P-value* 

Smokers 

Non-Smokets 

P-value* 


Week 1 

N 

1 

3 

NA 

3 

4 


MEAN. GEO MEAN 

7I.110.7UI0 

5.550.5,315 


563.217,536.255 

20.888,17.821 


SD.SE 

NA, NA 

1.9500. 1.1258 


225.3635. 130.1137 

11.5119,5.7559 


MEDIAN 

71.110 

5.462 


459.313 

22.261 


MIN, MAX 

71,110,71.110 

3.645,7.542 


408.550. 821.789 

6.731,32.298 


5%. 55% 

NA, NA 

3.645, 7.542 


408.550, 821.789 

6.731,32.298 


# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 

Week 3 

N 

1 

4 

NA 

3 

4 


MEAN, GEO MEAN 

226.768,226.768 

11.728,9.037 


445.179,421.205 

26 820,23.491 


SD.SE 

NA, NA 

10.2390,5.1195 


185.5327, 107.1173 

17.2384,8.6192 


MEDIAN 

226.768 

8.236 


386.243 

20.497 


MIN, MAX 

226.768, 226.768 

3.741,26.701 


296.273, 653.021 

14.286,52.000 


5%, 55% 

NA, NA 

3.741,26.701 


296273,653.021 

14.286, 52.000 


- of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 

Overall* 

N 

1 

4 

NA 

3 

4 


MEAN, GEO MEAN 

148.939, 148.939 

11.283, 8.512 


504.198,480 17(1 

23.854,21.132 


SD.SE 

NA, NA 

10.4580, 5.2290 


202.2006,116.7406 

12.9278,6.4639 


MEDIAN 

148.939 

7.369 


397.397 

22.483 


MIN, MAX 

148.939.148.939 

3.693, 26.701 


377.793, 737.405 

10.509, 39.941 


5%, 95% 

NA, NA 

3.693.26.701 


377.793, 737.405 

10.509, 39.941 


* P-value from Wilcoxnn rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234" will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQM.LQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biotrarkers of Exposure by Tinwpoinl and Overall 
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Bioroarker: NNAL plus NNAL-gluc (prool/mg Creatinine) Analytical Lab: rNBIFQ 




Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokere 

Non-Smokers 

P-valuc’ 

Week 1 N 

1 

3 

NA 

3 

4 

0.0518 

MEAN, GEO MEAN 

0.340, 0.340 

O 026,0.025 


2.692,2.564 

0.100,0.085 


SD. SE 

NA, NA 

0.0095, 0.0055 


1.0770,0.6218 

0.0549,0.0274 


MEDIAN 

0.340 

0.026 


2.196 

0.107 


MIN. MAX 

0.340,0.340 

0.017, 0.036 


1.953,3.928 

0.032,0 154 


5%, 95% 

NA.NA 

0.017, 0.036 


1.953.3.928 

0.032, 0.154 


ff of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Week 3 N 

1 

4 

NA 

3 

4 

0.0518 

MEAN, GEO MEAN 

1.084. 1.084 

0.056,0.043 


2.128, 2,013 

0.128,0.112 


SD, SE 

NA, NA 

0.0492,0.0246 


0.8867. 0.5119 

0.0826.0.0413 


MEDIAN 

1.084 

0.039 


1 846 

0.098 


MIN, MAX 

1.084, 1.084 

0.018, 0.128 


1.416,3.121 

0.068,0.249 


5%, 95% 

NA, NA 

0.018, 0.128 


1.416,3.121 

0.068,0.249 


#orBLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Overall* N 

i 

4 

NA 

3 

4 

0.0518 

MEAN, GEO MEAN 

0.712,0.712 

0,054.0.041 


2.410, 2.295 

0.114.0.101 


SD, SE 

NA.NA 

0.0501,0.0251 


0.9665, 0.5580 

0.0618,0.0309 


MEDIAN 

0.712 

0.035 


1.900 

0.108 


MIN, MAX 

0.712,0.712 

0.018,0.128 


1.806, 3.525 

0.050,0.191 


5%, 95% 

NA, NA 

0.0IS, 0.128 


1.806. 3.525 

0,050,0.191 



a P-vatue from Wilcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’will be used as ’1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: NNAL plus NNAt-aluc (fpR/ms CreatinineVcigarette per day) 

Analytical Lab: INBIFO 








Male 



female 



Statistic 

Smokers 

Non-Smokers 

P-vahte 1 

Smokers 

Non-Smokers 

P-value a 

Week I 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

1 

3.951.3.951 

NA.NA 

3.951 

3.951.3.951 

NA,NA 

(V0 


NA 

3 

43.208, 35.663 

33.9101, 19.5780 

27.018 

20.428, 82.179 

20.428,82.179 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

tt of BLQ/ALQ Values 

1 

12.598, 12.598 

NA.NA 

12 598 

12.598,12.598 

NA.NA 

0/0 


NA 

3 

30.386, 26.360 

20.8336, 12.0283 

19.312 

17.428.54,418 

17.428, 54.418 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

1 

8.275, 8.275 

NA.NA 

8.275 

8.275,8.275 

NA,NA 


NA 

3 

36.797,31.127 

27.3066,15.7655 

22 223 

19.870.68.299 

19.870, 68.299 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-valuc from Wilcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’< 1.254’will be used as T.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Rinmaricer: NNALplus NNAL-gluc ((pmol/mg Creatininey ci garette per day) _ Analytical Lab: 1NB1FO 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

l 


NA 

3 


NA 

MEAN. GEO MEAN 

0-019,0.019 



0.207, 0.171 




SD, SE 

NA.NA 



0.1621,0.0936 




MEDIAN 

0.019 



0.129 




MIN, MAX 

0.019,0.019 



0.098, 0.393 




5%. 95% 

NA.NA 



0.098. 0.393 



# of BLQ/ALQ Values 

o/n 



0/0 



Week 3 

N 

t 


NA 

3 


NA 

MEAN, CEO MEAN 

0.060, 0.060 



0.145, 0.126 




SD. SE 

NA.NA 



0 0997, 0.0576 




MEDIAN 

0.060 



0.092 




MIN, MAX 

0.060.0.060 



0.083,0.260 




5%, 95% 

NA,NA 



0.083,0.260 



# of BLQ/ALQ Values 

0/0 



o/u 



Overall’ 

N 

l 


NA 

3 


NA 

MEAN. GEO MEAN 

0.040,0.040 



0.176,0.149 




SD. SE 

NA, NA 



0.1309.0.0756 




MEDIAN 

0.040 



0.106 




MIN, MAX 

0.040, 0.040 



0.095.0.327 




5%. 95% 

NA. NA 



0.095,0.327 




NOTE; Values listed were normalized by taking the original biomariter and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

“ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,» ’<1.234’ will be used as '1.234’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Houj Urine Biomarkere of Exposure by Timcpoini and Overall 

(Page 171 of 264) 



Week 1 

N 

t 

3 

NA 

3 

4 


MEAN, GEO MEAN 

203.8,203.8 

10.4,10.4 


525.4,508.6 

10.4, 10.4 


SD.SE 

NA,NA 

0.00,0.00 


156.40,90.30 

0.00,0.00 


MEDIAN 

203. S 

104 


549.5 

10.4 


MIN, MAX 

203.8,203.8 

10.4, 10.4 


358.3,668.3 

10.4, 10.4 


5%. 95% 

NA.NA 

10.4,10.4 


358.3,668.3 

10.4,10.4 


# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 

Week 3 

N 

I 

4 

NA 

3 

4 


MEAN, GEO MEAN 

179.6, 179.6 

17.0, 14.3 


532.4, 505.6 

10.4, 10.4 


SD, SE 

NA, NA 

13.15,6.58 


218.76. 126 30 

0 . 00 , 0.00 


MEDIAN 

179.6 

10.4 


432.3 

10.4 


MIN, MAX 

179.6, 179.6 

10.4,36.7 


381.6,783.3 

10.4,10.4 


5%. 95% 

NA.NA 

10.4,36.7 


381.6. 783.3 

10.4,10.4 


# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 

Overall* 

N 

1 

4 

NA 

3 

4 


MEAN, GF.0 MEAN 

191.7, 191.7 

17.0,14 3 


528.9,517.1 

10 4, 10.4 


SD, SE 

NA, NA 

13.15, 6,58 


135.59, 78.28 

0.00, 0.00 


MEDIAN 

191.7 

10.4 


525.0 

10.4 


MIN, MAX 

191.7, 191.7 

10.4,36.7 


395.3,666.4 

10.4, 10.4 


5%, 95% 

NA, NA 

104,36.7 


395.3, 666.4 

10.4, 10.4 


8 P-vsdue from Wilcoxoti rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<l.234*will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439340 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcre of Exposure by Time point and Overall 

(Page 172 of264) 


Biomatker: NNAL pirn NNAL-gluc (pmol/L) Analytical Lab : INB1FO 


Male 


Female 


Wcckl 

N 

I 

3 

NA 

3 

4 

0.0319 


MEAN. GEO MEAN 

974.2,974.2 

49.7,49.7 


2J11.3, 2431.2 

49.7,49.7 



SD.SE 

NA.NA 

0.00,0.00 


747.60,431.63 

0.00,0.00 



MEDIAN 

974.2 

49.7 


2626.6 

49 7 



MIN, MAX 

974.2,974.2 

49.7,49.7 


1712.7,3194.5 

49.7,49.7 



5%. 95% 

NA, NA 

49.7,49.7 


1712.7,3194.5 

49.7,49.7 



ft ofBLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Week 3 

N 

1 

4 

NA 

3 

4 

0.0319 


mean, geo mean 

858.5, 858.5 

81 1,681 


2544.9,2416,6 

49.7,49.7 



sd.se 

NA, NA 

62,85,31.43 


1045.70, 603.74 

000,0.00 



MEDIAN 

858,5 

49.7 


2066.4 

49.7 



MIN. MAX 

8585,858.5 

49.7.175.4 


1824.0.3744.2 

49.7,49,7 



5%, 95% 

NA, NA 

49.7, 175.4 


1824.0, 3744.2 

49.7,49.7 



U of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Overall 4 

N 

1 

4 

NA 

3 

4 

0.0319 


MEAN, GEO MEAN 

916.4.916.4 

81.I.68-1 


2528.1.2471.9 

49 7, 49 7 



SD, SE 

NA, NA 

62.85,31.43 


648.10,374.18 

0.00.0.00 



MEDIAN 

916.4 

49.7 


2509.3 

49.7 



MIN, MAX 

916.4,916.4 

49.7,175.4 


1889.6,3185.4 

49.7,49.7 



5%, 95% 

NA, NA 

49.7, 175 4 


1889.6,3 r 85.4 

49.7,49.7 



’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values fot the overall statistics. 
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PM3006439341 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Corr^rarison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepomt End Overall 

(Page 173 of264) 


Biomarker: NNAL plus NNAL-gluc {(pa/mLl/cigarette per day) _ Analytical Lab: 1NBIF0 


TimetJoitiS 

Statistic 

Smokers 

Male 



Female 


Non-Smokers 

P-value‘ 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

11.3,11.3 



34.2,33.8 




SD, SE 

NA, NA 



6.06,3.50 




MEDIAN 

11.3 



358 




MIN. MAX 

11.3.11.3 



27.5.39.3 




5%. 95% 

NA. NA 



27.5,39.3 




# of BLQ/ALQ Values 

0/0 



0/0 



week 3 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

10.0, 10.0 



32.5,31.6 




SD, SE 

NA, NA 



8.92, 5.15 




MEDIAN 

10.0 



36.0 




MIN, MAX 

10.0, 10.0 



22.4, 39.2 




5%. 95% 

NA, NA 



22.4,39.2 




U of BLQ/ALQ Values 

0/0 



0/0 



Overall’ 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

10.7, 10.7 



33.4,33.3 




SD, SE 

NA. NA 



2.50.1.44 




MEDIAN 

10.7 



33.4 




MIN, MAX 

10.7, 10.7 



30.9.35.9 




5%, 95% 

NA, NA 



30.9,35.9 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<l.234'will be used as 1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 174 of 264) 


Biomarker: NNAL plus NNAL-gtuc ((pmol/Lycigarette per day) _ Analytical Lab: 1NBIFQ 




Male 



Female 


TimeDoim Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 N 

] 


NA 

3 


NA 

MEAN, GEO MEAN 

54.1,54.1 



163.5,161.7 



SD.SE 

NA. NA 



29.10,16.80 



MEDIAN 

54.1 



171.3 



MIN. MAX 

54.1.54.1 



131.3.187.9 



5%, 95% 

NA, NA 



131.3,187.9 



# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 N 

I 


NA 

3 


NA 

MEAN, CEO MEAN 

47.7, 47.7 



155.6,151.2 



SD. SE 

NA. NA 



42.47. 24.52 



MEDIAN 

47.7 



172.2 



M[N, MAX 

47.7.47.7 



107.3,187.2 



5%, 95% 

NA, NA 



107.3. 187.2 



# of BLQ/ALQ Values 

0/0 



0/0 



Overall’ N 

1 


NA 

3 


NA 

MEAN, GEO MEAN 

50.9. 50.9 



159.6, 159.3 



SD.SE 

NA, NA 



12.10,6.99 



MEDIAN 

50.9 



159.3 



MIN, MAX 

50.9,50.9 



147.6, 171.8 



5%, 95% 

NA, NA 



147.6, 171.8 




NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the Bt.Q/Al .Q values were converted to the limit 
of the quantification fe.g., ’<1.234’ will be used as 1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006439343 


Protocol No. PM 8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoim and Overall 

(Page 175 of264) 


Biomarker; NNAL-O-elucuronide (pmol/L) 

Analytical Lab: INBIFO 






Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value* 

Week l 

N 

i 

3 

NA 

.3 

4 

0.0319 


MkAN, GEO MEAN 

576.1,576.1 

0.0, NA 


1861.5, 1746.5 

0.0, NA 



SD.SE 

NA, NA 

0.00,0.00 


790.35, 456.31 

0.00,0.00 



MEDIAN 

576.1 

0.0 


1 798.2 

00 



MIN. MAX 

576.1,576.1 

0.0,0.0 


1104.7.2681.6 

0.0,00 



5%, 95% 

NA, NA 

0.0,0.0 


1104.7,2681.6 

0.0, 0.0 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Week 3 

N 

l 

3 

NA 

3 

4 

0.0319 


MEAN, GEO MEAN 

638.7,638.7 

0.0, NA 


1638.9,1562.0 

0.0, NA 



SD.SE 

NA.NA 

0.00,0.00 


650 73, 375.70 

0.00, 0.00 



MEDIAN 

638.7 

0.0 


1314.0 

0.0 



MIN. MAX 

63 8.7, 638.7 

0.0,00 


1214.6,2388.1 

0,0.0.0 



5%, 95% 

NA, NA 

0.0,0.0 


1214.6,2388.1 

0.0,0.0 



U of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Overall’ 

N 

1 

3 

NA 

3 

4 

0.0319 


MEAN, GEO MEAN 

607.4,607.4 

0.0, NA 


1750.2,1702.1 

0.0. NA 



SD.SE 

NA. NA 

0.00, 0.00 


473.96,273.64 

0.00,0.00 



MEDIAN 

607.4 

0.0 


1948.1 

0.0 



MIN, MAX 

607.4,607.4 

0.0,0.0 


1209.4,2093.2 

0.0,0.0 



5%. 95% 

NA, NA 

0.0,0.0 


1209.4,2093.2 

0.0,0.0 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, rhen calculating the descriptive statistics across subjects Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,254’ will he used as T.234 - ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for (he overall statistics. 
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PM3006439344 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14,2.2-2 

Statistical Comparison Bert ween Srnukcraand Nuii-Smokere by Gender of 24-Hour Urine Biomarkcns of Exposure by Timepoint and Overall 

(Page 176 of264) 


Btomaiker NNAL-Q-glucurooide ((pmol/LVcigarette per day) Analytical Lab: INBEFQ 




Mate 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week 1 N 

1 


NA 

3 


NA 

MEAN, GEO MEAN 

32.0,32.0 



119.4, 110.1 



SD, SE 

NA.NA 



34.76,20.07 



MEDIAN 

32.0 



1105 



MIN, MAX 

32.0,32.0 



89.9, 157.7 



5%. 95% 

NA.NA 



89.9, 157.7 



# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 N 

1 


NA 

3 


NA 

MEAN. GEO MEAN 

35.5.35.5 



100.1,97.7 



SD, SE 

NA.NA 



25.34. 14.63 



MEDIAN 

35.5 



109.5 



MIN. MAX 

35.5,35.5 



71.4,119.4 



5%, 95% 

NA.NA 



71.4,119.4 



# Of BLQ/ALQ Values 

0/0 



0/0 



Overall* N 

1 


NA 

3 


NA 

MEAN, GEO MEAN 

33.8,33 8 



109.8, 109.7 



SD. SE 

NA, NA 



4.95,2.86 



MEDIAN 

33.8 



110.0 



MIN, MAX 

33.8, 33.8 



104.7, 114,6 



5%, 95% 

NA, NA 



104,7, 114.6 




NOTE: Values listed were normalized by taking the original biomarkcrand dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject* then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *< 1.234* will be used as TJ234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


i 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2*2 

Statistical Comparison Between Smokcre and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinr and Overall 

(Page 177 of264) 


Biomarker: NNAL-O-elucuromde (Dmal/24hrl Analytical Lab: 1NBJFO 


Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value a 


week i 

N 

I 

3 

NA 

3 

4 


MEAN, GEO MEAN 

432.875,432.075 

0.000, NA 


2404.204.2299.057 

0.000, NA 


SD, SE 

NA, NA 

0.0000.0.0000 


S80.06I7,508.1039 

0.0000,0.0000 


MEDIAN 

432075 

0.000 


2247.750 

0.000 


MTN, MAX 

432.075,432.075 

0.000.0.000 


1612.862.3352.000 

0.000. 0.000 


5%, 95% 

NA, NA 

0.000,0.000 


1612.862,3352.000 

0.000,0.000 


# ofBLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 

Week 3 

N 

1 

3 

NA 

3 

4 


MEAN, GEO MEAN 

1469.010, 1469.010 

0.000, NA 


1982.178, 1959.655 

0.000, NA 


SD, SE 

NA, NA 

0.0000, 0.0000 


377.8130,218.1301 

0.0000,0.0000 


MEDIAN 

1469.010 

0.000 


1785.462 

0.000 


MIN, MAX 

1469.010,1469.010 

0.000,0.000 


1743.313,2417.760 

0.000,0.000 


5%. 95% 

NA. NA 

0.000,0.000 


1743.313,2417.760 

0.000,0.000 


# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 

Overall* 

N 

1 

3 

NA 

3 

4 


MEAN, GEO MEAN 

950.543. 950.543 

0.000, NA 


2193.191,2177.909 

0.000, NA 


SD. SE 

NA, NA 

0,0000. 0.0000 


325.3772.187.8566 

0.0000. 0.0000 


MEDIAN 

950.543 

0.000 


2015.311 

0.000 


MIN, MAX 

950.543, 950.543 

0.000, 0.000 


1995.532,2568.731 

0.000, 0.000 


5%, 95% 

NA. NA 

0.000,0.000 


1995.532,2568.731 

0.000,0.000 


* P-value from Wilcoxon rank*sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g.. *<1.234’will be used as *1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Btomarkers of Exposure by Time point and Overall 

(Page 178 of 264) 


Biomarker NNAL-O-glucuronide ((pmol’24hrVctEaiette per day) 


Analytical Lab: 1NBIFO 


Male 


Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

24.004,24.004 

NA, NA 

24.004 

24.004, 24.004 

NA, NA 

0/0 


NA 

3 

156.9S0, 152.894 

42.5600, 24.5720 

161.286 

112.388,197.176 

112.388, 197.176 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

I 

81.612, 81.612 

NA. NA 

81.612 

81.612, 81.612 

NA, NA 

0/0 


NA 

3 

131.224, 122.638 
61.4951.35.5042 

105.027 

87.166,201.480 

87.166,201.480 

0/0 


NA 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

1 

52.808,52.808 

NA, NA 

52.808 

52.808,52.808 

NA, NA 


NA 

3 

144.087.139.840 
41.2527,23.8173 

151.102 

99.777,181.383 

99.777, 181.383 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g., ’<l.234’will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokcre by Gender of 24-Hour Urine Biomarkcrs of Exposure by Timtpoint and Overall 

(Page 179 of 264) 


Biomarker: NNAL-O-glucuronide famol/mg Creatinine) _ Analytical Lab: INBJFQ 


Timetjoint 



Male 



Female 


Statistic 

Smokers 

Nott-Smokere 

P-vatue* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

1 

3 

NA 

3 

4 

0.0319 


MEAN, GEO MEAN 

0.201.0.201 

0.000. NA 


1.905, 1.841 

0.000, NA 



SD.SE 

NA, NA 

0.0000.0.0000 


0.6009.0.3469 

0.0000, 0.0000 



MEDIAN 

0.201 

0.000 


1.843 

0.000 



MIN. MAX 

0.201,0201 

0.000,0.000 


1.337,2.534 

0.000,0.000 



5%. 95% 

NA. NA 

0.000.0.000 


1.337, 2.534 

0.000, 0.000 



ff of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Week 5 

N 

1 

3 

NA 

3 

4 

0.0319 


MEAN, GEO MEAN 

0.806,0.806 

0.000, NA 


1.369, 1.302 

0.000, NA 



SD.SE 

NA, NA 

o.oooo, o.otxio 


0.5465,0 3155 

0 . 0000 , 0.0000 



MEDIAN 

0.806 

0.000 


1.178 

0.000 



MIN. MAX 

0.806, 0.806 

0.000,0.000 


0.943, 1.985 

0.000, 0.000 



5%, 95% 

NA, NA 

0.000,0.000 


0.943, 1.985 

0.000,0.000 



» of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Overall' 

N 

1 

3 

NA 

3 

4 

0.0319 


MEAN, GEO MEAN 

0.504, 0.504 

0.000, NA 


1.637, 1.582 

0.000, NA 



SD.SE 

NA, NA 

0.0000,0.0000 


0.5437, 0.3139 

0.0000, 0.0000 



MEDIAN 

0.504 

0.000 


1.393 

0.000 



MIN. MAX 

0.504,0.504 

0.000,0.000 


1.258,2.260 

0.000,0.000 



5%, 95% 

NA, NA 

0.000,0.000 


1.258, 2,260 

0.000, 0,000 



* P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ‘<1.234* will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 180 of264) 


Biomaiker: NNAL-O-glucuronide (Ipmol/mg Creatinine )/ci garotte per day) Analytical Lab: INBIFO 

Male 



Female 


Timepoint Statistic Smokers Non-Smokets 

P-value" 

Smokers 

Non-Stnokers 

P-value 1 


Week I 

N 

1 

NA 

5 


MEAN. GEO MEAN 

0.011,0.011 


0.143,0.122 


SO, SE 

NA,NA 


0.0927, 0.0564 


MEDIAN 

0 01! 


0.108 


MIN. MAX 

0.011.0.011 


0.067. 0.253 


5%, 95% 

NA.NA 


0.067, 0.253 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

1 

NA 

3 


MEAN, GEO MEAN 

0.045,0.045 


0.093, 0.081 


SD.SE 

NA.NA 


0.0624, 0.0360 


MEDIAN 

0.045 


0.059 


MIN, MAX 

0.045,0.045 


0.055,0.165 


5%, 95% 

NA, NA 


0.055,0.165 


tt of BLQ/ALQ Values 

0/0 


0/0 

Overall" 

N 

1 

NA 

3 


MEAN, GEO MEAN 

0.028,0.028 


0.118, 0.103 


SD, SE 

NA, NA 


0.0794. 0.0458 


MEDIAN 

0.028 


0.082 


MIN, MAX 

0.028,0.028 


0.063, 0.209 


5%. 95% 

NA. NA 


0.063, 0.209 


NOTE: Values listed were normalized by taking the original biotnarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14,2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Jimepoint and Overall 

(Page 181 of 264) 


Biomarker: Nicotine (nmol/24hr) Analytical Lab: INBIFO 


Male 



Female 


TimeDOint Statistic Smokers 

Non-Smokers 

P-value” 

Smokers 

Non-Smokers 

P-value* 


Week I 

N 

MEAN, GEO MEAN 

SO, SE 

MEDIAN 

MiN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

3 

14331.711, 12198.457 
8085.8497,4668.3675 
18042.756 

5056-480. 19895 897 
5056.480.19895.897 

0/0 

2 

8.568. 8.4 II 

2.3080, 1.6320 

8.568 

6.936, 10 200 

6.936,10.200 

2/0 

0.1489 

3 

4905.957, 45*6.575 

2292.4115, 1323.5244 
3934.140 

3259 536, 7524.195 
3259.536,7524.195 

0/0 

1 

4.080,4.080 

NA, NA 

4.080 

4.080,4.080 

NA, NA 

1/0 

NA 

Week 2 

N 

MEAN, CEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

It of BLQ/ALQ Values 

3 

9324.814,8030.613 

5185.5625,2993.8859 

11101.546 

3484.431, 13388.466 
3484.431, 13388.466 

0/0 


NA 

3 

7091.661.6235.018 
4448.8210, 2568.5280 
5608210 

3574.098,12092.675 
3574.098, 12092.675 

0/0 

2 

7.548,6.393 

5 6738. 4.0120 

7 548 

3.536. 11.560 

3.536,11.560 

2/0 

0.1489 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

H of BLQ/ALQ Values 

2 

5166.295,4177.408 

4298 8062.3039.7150 
5166.295 

2126.580.8206.010 

2126.580,8206.010 

0/0 

2 

6.569, 6.554 

0 6350,0 4490 

6.569 

6.120.7.018 

6.120,7.018 

2/0 

0.2453 

3 

6564.503,6173.722 
2592.1298.1496 5668 
7103.308 

3745.315,8844.885 

3745.315,8844.885 

0/0 

2 

7.582, 6.827 

4.6641,3.2980 

7.582 

4.284, 10.880 

4.284,10.880 

2/0 

0.1489 

Overall* 

i 

! 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

10755.654,8996.488 

6339.1567.3659.9138 

13212,411 

3555.830, 15498.722 
3555.830,15498.722 

3 

7.915,7.760 

1.9937,1.1511 

7,018 

6.528, 10.200 

6.528, 10.200 

0.0809 

3 

6187.374,5801.024 
2859.8265,1651.1216 
4645,647 

4429.222, 9487.252 
4429.222, 9487.252 

3 

8.802, 7.931 

4.2013, 2.4256 

10.880 

3.967, 11.560 

3.967, 11.560 

0.0809 


a P-valuc from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234^1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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— 

Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 182 of 264) 


Riomarker: Nicotine (iig/24hr) Analytical Lah: 1NB1FO 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-va!ue‘ 

Week 1 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

2324.603,1978.390 

1311.52+7,757.2091 
2926.535 

820.161,3227.114 

820.161,3227.114 

0/0 

2 

1.390,1.364 

0.3741,0.2645 

1.390 

1.125,1.654 

1.125,1.654 

2/0 

0.1489 

3 

795.746, 743,943 
371.8287, 214.6754 

638.1 18 

528.697, 1220.424 
528.697, 1220.424 

0/0 

1 

0.662,0.662 

NA, NA 

0.662 

0.662. 0.662 

NA, NA 

1/0 

NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MW, MAX 

5%, 95% 

# Of BLQ/ALQ Values 

3 

1512.485,1302.566 
841.0980,485.6082 
1800.671 

565.175,2171.609 

565.175,2171.609 

0/0 


NA 

3 

1150.268, 1011.320 
721.5987,416.6152 
909.652 

579.719, 1961.432 
579.719, 1961.432 

0/0 

2 

1.225, 1 037 

0.9199, 0.6505 

1.225 

0.574, 1.875 

0.574, 1.875 

2/0 

0.1489 

Week 3 

N 

MEAN, GEO ME£N 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ values 

2 

837.973, 677.575 
697.2667,493.0420 

837.973 

344.931,1331.015 

344.931,1331.015 

0/0 

2 

1.066, 1.063 

0.1025, 0.0725 

1.066 

0 993,1.138 

0.993,1.138 

2/0 

0.2453 

3 

1064.762. 1001.378 
420.4434,242.7431 
1152.157 

607.490, 1434.640 
607.490, 1434.640 

0/0 

2 

1.230, 1.108 

0.7566, 0.5350 

1.230 

0.695, 1.765 

0.695, 1.765 

2/0 

0.1489 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

3 

1744.567, 1459.231 

1028.2 111, 593.6380 
2143.053 

576.756.2513.893 

576.756.2513.893 

3 

1.284,1.259 
0.3231,0.1866 

1.138 

1 059, 1.654 

1.059, 1.654 

0.0809 

3 

1003.592,940.926 
463.8636.267.81(8 
753.524 

718.420, 1538.832 

718.420, 1538.832 

3 

1.428. 1.287 

0.6812. 0.3933 

1.765 

0.644, 1.875 

0.644, 1.875 

0.0809 


* P-valu« from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '< 1.234' will be used as ’1.234') for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Nnti-Smukets by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinr and Overall 

(rage 183 of 264) 


Biomarker: Nicotine (lnmoI/24hr)/ciearette per day) 


Analytical Lab: 1NB1FO 


Male 


Female 


Timepotnt 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

1070.450,1031.062 
375.2527,216.6523 
865.039 

842.747.1503.563 

842.747. 1503.563 

0/0 


NA 

3 

201.933.201.009 
23.8930,13.7946 

196.707 

181.085.228.006 

181.085.228.006 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MRJ, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

706.884, 617.458 
453,8058,262.0049 
555.077 

348.443. 1217.133 

348.443, 3217.133 

010 


NA 

3 

824.854.465.694 

1032.3362,596.0196 

280.411 

178.705.2015.446 

178.705.2015.446 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

<t of BLQ/ALQ Values 

2 

519.132,491.312 
232,9238.164.7020 
519.132 

354.430.683.834 

354.430.683.834 

0/0 


NA 

3 

685.347,477.598 
690.9447.398.917! 

394.628 

187.266.1474.148 

187.266.1474.148 

0/0 


NA 

Overall* 

N 

MEAN. GEO MEAN 
SD.SE 

MEDLAN 

MIN, MAX 

5%, 95% 

3 

786.703.745,997 
315.8485,182.9326 

710.058 

515.207,1134.843 

515.207, 1134.843 


NA 

3 

570.711.410.182 

579.1226, 334.3566 

251.473 

221.461,1239.200 

221.461, 1239.200 


NA 


NOTE: Values listed were normalized by taking the original biomarfcer and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-va!ue from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<!.234’willbeused as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2,2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomaikers of Exposure by Timepoim and Overall 

(Page 184 of264) 


Biomarker: N icotine ((ui»/24hrVciearelle Der day) Analytical Lab: INBIFO 


Male 



Female 

Timepoint Statistic Smokers 

Non-Smoke ra 

P-value" 

Smokers 

Non-Smokers 


Week 1 

N 

3 

NA 

3 


MEAN, GEO MEAN 

173.627, 167.238 


32.754, 32.604 


SD.SE 

60.8660,35.1410 


3.8757,2.2376 


MEDIAN 

140.309 


11.906 


MTN, MAX 

T36.694,243.878 


29.372,36.983 


5%. 95% 

136.694,243.878 


29.372,36.983 


# of BLQ/ALQ Values 

WO 


0/0 

Week 2 

N 

3 

NA 

3 


MEAN. GEO MEAN 

114.657. 100.152 


133.791, 75.536 


SD.SE 

73.6070,42 4970 


167.4446, 96.6742 


MEEHAN 

90.034 


45.483 


MIN, MAX 

56.518,197.419 


28.986, 326.905 


5%. 95% 

56.518,197.419 


28.986.326.905 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

2 

NA 

3 


MEAN, GEO MEAN 

84.204,79.853 


111.164,77.467 


SD.SE 

37.7800,26.7145 


112.0711,64.7043 


MEDIAN 

84.204 


64.009 


MIN, MAX 

57.489,110.918 


30.375,239.107 


5%. 95% 

57.489, 110.918 


30.375, 239.107 


it Of BLQ/ALQ Values 

0/0 


0/0 

Overall’ 

N 

3 

NA 

3 


MEAN. GEO MEAN 

127.604, 121.001 


92.569,66.532 


SD, SE 

51.3928, 29.6717 


93.9335,54.2325 


MEDIAN 

115.172 


40.789 


MIN, MAX 

83.567, 184.072 


35.921,200.998 


5%, 95% 

83.567, 184.072 


35.921,200.998 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as T.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

(Page 185 of 264) 


Biomarkcr Nicotine (nmol/mg Creatinine) 

Analytical Lab: INBIFO 









Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smoker? 

Non-Smokers 

P-value’ 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

9.355, 8.398 

4.5544,2.6295 

11.224 

4.163. 12.677 

4.163,12.577 

0/0 

2 

0.005,0.004 

0.0007,0.0005 

0.005 

0,004.0.005 

0.004,0.005 

2/0 

0.1489 

3 

3.908,3.497 

1.9305, 1.1146 

4.646 

1.717,5.360 

1.717, 5.360 

0/0 

1 

0.005,0.005 

NA, NA 

0.005 

0.005, 0.005 

NA, NA 

1/0 

NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

7.655,6.831 

4.2280,2.4410 

7.258 

3.639,12.067 

3.639, 12.067 

0/0 


NA 

3 

5.173,4.551 

2.7852. 1.6080 

5.707 

2.159.7.652 

2.159.7.652 

0/0 

2 

0.008, 0.006 

0.0064, 0.0045 

0.008 

0.003.0.012 

0.003,0.012 

2/0 

0.1489 

Week 3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

2 

5.211.5.015 

2.0011,1.4150 

5.211 

3.796, 6.626 

3.796, 6.626 

0/0 

2 

0.006, 0.005 
0.0021,0.0015 

0.006 

0.004, 0.007 

0.004, 0.007 

2/0 

0.2453 

3 

5.608. 5.258 

2.5268, 1.4588 

4 773 

3.605, 8.447 

3.605. 8.447 

0/0 

1 

0.006,0.005 

0.0035,0.0025 

0.006 

0.003,0.008 

0.003, 0.008 

2/0 

0.1489 

Overall* 

N 

MEAN, GEO MEAN 

SD, S£ 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

7.855, 7.202 

3.5074,2.0250 

9.241 

3.866, 10.457 

3.866, 10.457 

3 

0.005,0.005 
0.0012.0.0007 

0.004 

0.004,0.006 

0.004,0.006 

0.0765 

3 

4.896,4.578 

2.1454,1.2386 

4.653 

2.883,7.153 

2.883, 7.153 

3 

0.008, 0.007 

0.0040, 0.0023 

0.008 

0.004,0.012 

0.004, 0.012 

0.0809 


* P-value from Wilcoxon rank-sum test, 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1,234’will be used as T.2 34 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomartere of Exposure by Timepoini and Overall 

{Page 186 of 264) 


Biomarker Nicotine (uk/idr Creatinine) _ Analytical Lab: INBIFQ 


Tiraepoint 



Male 



Female 



Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value’ 


Week 1 

N 

3 

2 

0.t386 

3 

1 

NA 



MEAN, GEO MEAN 

1.517,1.362 

0.001,0.001 


0.634, 0.567 

0.001,0.001 




SD.SE 

0.7389,0.4266 

0.0000.0.0000 


0.3133,0.1809 

NA, NA 




MEDIAN 

1.821 

0 001 


0.754 

0 001 




MW, MAX 

0.675,2.056 

0.001,0.001 


0.278. 0.869 

0.001,0.001 




5%, 95% 

0.675,2.056 

0.001,0.001 


0.278, 0.869 

NA, NA 




# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

1/0 



Week 2 

N 

3 


NA 

3 

2 

0.1489 



MEAN, GEO MEAN 

1241,1.108 



0.839,0.738 

0.001, NA 




SD, SE 

0 6858,0.3959 



0.4518,0.2609 

0.0014,0.0010 




MEDIAN 

1.177 



0.926 

0.001 




MIN, MAX 

0.590, 1.957 



0.350, 1 241 

0.000, 0.002 




5%, 95% 

0.590. 1.957 



0.350, 1.241 

0.000. 0.002 




# of BLQ/ALQ Values 

(VO 



0/0 

2/0 



Weeks 

N 

2 

2 

0.2207 

3 

2 

0.1489 



MEAN, GEO MEAN 

0.846, 0 814 

0 . 001 , 0.001 


0.910,0.853 

0.001, NA 




SD.SE 

0.3246, 0.2295 

0.0000,0.0000 


0.4097.0,2365 

0.0007.0.0005 




MEDIAN 

0.846 

0.001 


0.774 

0.001 




MIN. MAX 

0,616, 1.075 

0.001,0.001 


0.585,1.370 

0,000,0.001 




5%, 95% 

0.616, 1.075 

0.001,0.001 


0.585,1.370 

0,000.0.001 




ft of BLQ/ALQ Values 

0/0 

2/0 


0/0 

210 



Overall 

N 

3 

3 

0.0636 

3 

3 

0.0809 



MEAN, GEO MEAN 

1.274, 1.168 

0.001,0.001 


0.794,0.742 

0.001. NA 




SD, SE 

0.5689,0.3285 

0.0000,0.0000 


0.3481,0.2010 

0.0010,0.0006 




MEDIAN 

1.499 

0.001 


0.755 

0.001 




MIN, MAX 

0.627, 1.696 

0.001,0.001 


0.467, 1.160 

0.000. 0.002 




5%, 95% 

0.627, 1.096 

0,001,0.001 


0.467, 1.160 

0.000, 0.002 




a P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as '1,234') forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers anti Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 187 of 2641 

Bi omarker: Nicotin e f (nmol/mg CreatinineVdearette per davl Analytical Lab: tNBIFO _ 


¥* le __ Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Sitwkers 


Week 1 

N 

3 


NA 

3 


NA 


MEAN. CEO MEAN 

0.740,0.710 



0.163,0.153 




SD,SE 

0.2875,0.1660 



0.0685,0.0396 




MEDIAN 

0.694 



0,162 




MIN, MAX 

0.488,1.036 



0.095,0.232 




5%, 95% 

0.488,1.056 



0.095, 0.232 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.608, 0.525 



0.556,0.340 




SD.SF. 

04235, 0.2445 



0.6289,0.3631 




MEDIAN 

0.364 



0.285 




MIN. MAX 

0.363,1.097 



0.108, 1.275 




5%, 95% 

0.36.3,1.097 



0.108, 1.275 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN. GEO MEAN 

0.593,0.591 



0.618,0.406 




SD.SE 

0.0573.0.0405 



0.6858, 0.3959 




MEDIAN 

0.593 



0.265 




MIN, MAX 

0.552.0.633 



0.180,1,408 




5%, 95% 

0.552,0.633 



0 180,1.408 




#orBLQ/ALQ Values 

o/o 



0/0 



Overall* 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.631,0.601 



0 445,0.325 




SD.SE 

0.2449, 0.1414 



0.4370,0.2523 




MEDIAN 

0.564 



0.232 




MIN, MAX 

0.426.0.902 



0.156. 0.948 




5%, 95% 

0.426,0.902 



0.156, 0.948 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BI.Q/AI Q values were converted to the limit 
of the quantification fe.g„ v|.234’willbe used as 1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Siaiisiical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

(Page 138 of 264) 


BiomaAer: Nicotine ((ug/mg CreatinineVcigarette per day) Analytical Lab: INB1FO 


Male _ ___ Female 


Timepomt 

Statistic 

Smokere 

Nod-S mokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5% 95% 

tt of BLQ/ALQ Values 

3 

0.121,0.115 

0.0465, 0.0269 

0.113 

0.079. 0.171 
0.079,0.171 

0/0 


NA 

3 

0.026.0.025 

0.0115,0.0066 

0.026 

0.015,0.038 

0.015,0.038 

0/0 


NA 

Week 2 

N 

MEAN. CEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5% 95% 

# of BLQ/ALQ Values 

3 

0.099,0.085 

0.0687,0.0397 

0.059 

0.059,0.178 

0059,0.178 

0/0 


NA 

3 

0.090,0.056 

0.1020,0.0589 

0.046 

0.018,0.207 

0.018,0.207 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# Of BLQ/ALQ values 

2 

0.097,0.096 

0.0092.0.0065 

0.097 

0.090,0.103 

0.090,0.103 

0/0 


NA 

3 

0.100,0.066 

0.1111,0.0641 

0.043 

0.029,0.228 
€.029,0.228 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

3 

0.102,0.097 

0.0395,0.0228 

0.092 

0.069,0.146 

0.069,0.146 


NA 

3 

0.072, 0.053 
0.0710,0.0410 

0.038 

0.025,0.154 

0.025,0.154 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilccxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234' will be used as 1 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24* Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

<Page 189 of264) 


Biomarker: Nicotine (nmol/L) Analytical Lab: 1NBIFQ 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vaIue‘ 

Smokers 

Non-Smokers 

P-value‘ 

Week I 

N 

3 

2 

0.1386 

3 

1 

NA 


MEAN, GEO MEAN 

12271.5. 9840.3 

3.4,3.4 


2122.6,2006.9 

3.4.34 



SD,SE 

8510.73, 4913.67 

0.00.0.00 


871.69,503.27 

NA, NA 



MEDIAN 

12357.7 

3.4 


1940.2 

34 



MIN. M.AX 

3718.0, 20738.8 

3.4,3.4 


1356.6.3071.1 

34,3.4 



5%, 95% 

3718.0,20738.8 

.3.4,3.4 


1356,6.3071.1 

NA. NA 



tt of BLQ/ALQ Values 

070 

2/0 


0/0 

1/0 


Week 2 

N 

3 


NA 

3 

2 

0.13B6 


MEAN, GEO MEAN 

9033.2,6684.7 



3079.6,2638.5 

34, 34 



SD, SE 

6416.07. 3704.32 



2203.98,1272.47 

0.00. 0.00 



MEDIAN 

10778.2 



1809.1 

34 



MIN, MAX 

1925.1.14396.2 



1805.1.5624.5 

34,3.4 



5%, 95% 

1925.1. 14396.2 



1805.1,5624.5 

3.4,34 



It of BLQ/ALQ Values 

0/0 



0/0 

2/0 


Week 3 

N 

2 

2 

0.2207 

3 

2 

0.1386 


MEAN, GEO MEAN 

34176,2856.3 

3.4,3.4 


3389.0,3052.9 

3.4. 34 



SD, SE 

2653.91, 1876.60 

0.00,0.00 


1624.09,937.67 

0.00, 0.00 



MEDIAN 

3417.6 

3.4 


4113.9 

34 



MIN, MAX 

1541.0,5294.2 

3.4,3.4 


1528.7,4524.4 

34,3.4 



5%, 95% 

1541.0, 5294.2 

3.4,3.4 


1528.7,4524.4 

3.4, 3.4 



tt of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Overall’ 

N 

3 

3 

0.0636 

3 

3 

0.0636 


MEAN, GEO MEAN 

9146.4, 7200.5 

3.4,34 


2863.7,2640.9 

3.4, 3.4 



SD, SE 

5924.46, 3420.49 

0,00,0.00 


1355.68, 782.70 

0.00,0.00 



MEDIAN 

11568.0 

3.4 


2756.6 

34 



MIN, MAX 

2394.7, 13476.4 

34,3.4 


1564.8,4269.8 

34,34 



5%, 95% 

2394.7, 13476.4 

3.4,3.4 


1564.8,4269.8 

3.4,3,4 



" P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the B LQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ wiJ! be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Sntokeis and Nun-Smvkcre by Gender of 24 -Hout Urine Biomarkers of Exposure by Tjmepoint and Overall 

{Page 190 of 264) 


Bioirtarker: Nicotine (ng/mL) Analytical Lab: 1NBIFO 



Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 N 

3 

2 

0.1386 

3 

i 

NA 

MEAN, GEO MEAN 

1990.4,1596.1 

0.6,0.6 


344.3, 325.5 

0.6,0.6 


SD, SE 

13*0.40, 796.98 

0.00,0.00 


141.39, 81.63 

NA, NA 


MEDIAN 

2094 4 

06 


314.7 

0.6 


MIN, MAX 

603.1,5363 8 

0.6,0.6 


220.0.498.1 

0.6,0.6 


5%, 95% 

603.1,3363.8 

0.6,0.6 


220.0,498.1 

NA, NA 


#of BLQ/ALQ Values 

0/0 

2/0 


0/0 

1/0 


Week 2 N 

3 


NA 

3 

2 

0.1386 

MEAN, GEO MEAN 

1465.2,1984.3 



499.5,427.9 

0.6,0.6 


SD, SF, 

1040.67, 600.83 



357.50,206.40 

0.00,0.00 


MEDIAN 

1748.2 



293.4 

06 


MIN. MAX 

312.3,2335.1 



292.8,912.3 

0.6, 0.6 


5%, 95% 

312.3,2335.1 



292.8,912.3 

0.6, 0.6 


# of BLQ/ALQ Values 

0/0 



0/0 

2/0 


Week 3 N 

2 

2 

0.2207 

3 

2 

0.1386 

MEAN, GFQ MEAN 

554,4,463.3 

0.6,0 6 


549.7, 495.2 

0.6,06 


SD, SE 

430.42,304.35 

0.00.0.00 


263.42, 152.09 

0.00.0 00 


MEDIAN 

554.4 

0.6 


667.3 

0.6 


MIN, MAX 

250.0,858.7 

0.6, 0.6 


248.0,733.9 

0.6, 0.6 


5%, 95% 

250.0, 858.7 

0.6, 0.6 


248.0, 733.9 

0.6, 0.6 


# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Overair N 

3 

3 

0.0636 

3 

3 

0.0636 

MEAN, GEO MEAN 

1483.6.1168.0 

0.6,0.6 


464.5,428.3 

0.6,06 


SD, SE 

960.91.554.78 

0.00,0.00 


219.92, 126.97 

0.00,0.00 


MEDIAN 

1876.3 

0.6 


447.1 

0.6 


MIN, MAX 

388.5,2185.9 

0.6, 0.6 


253.8, 692.6 

0.6,0.6 


3%, 95% 

388.5,2185.9 

0.6, 0.6 


253.8, 692.6 

0.6, 0.6 



8 P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. t r <1.234’will be used as T.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by TimepoirH and Overall 

(Page 191 of2641 


Biomaikcr: Nicotine ((ninQl/LVcicarette per day) Analytical Lab; INB1PQ 


Time point 



Male 


Female 


Statistic 

Smokers 

Non-Smokers P-value* 

Smokers 

Non-Smokers 

P-valuc' 

Week 1 

N 

3 

NA 

3 


NA 


MEAN, GEO MEAN 

961.7.831.8 


89.6, 88.0 




SD,SE 

665.06, 383.97 


20.23.11.68 




MEDIAN 

619.7 


93.1 




MIN, MAX 

537.3, 1728.2 


67.8.107.8 




5%, 95% 

537.3, 17282 


67.8.107.8 




# of BLQ/ALQ Values 

0/0 


0/0 



Week 2 

N 

3 

NA 

3 


NA 


MEAN, GEO MEAN 

680.0,514.0 


3717, 197.1 




SD, SE 

571.33,329.86 


489.02, 282.33 




MEDIAN 

538.9 


90.5 




MIN. MAX 

192.5. 1308 7 


90,3.937.4 




5%. 95% 

192.5,1308.7 


90.3,937.4 




P of BLQ/ALQ Values 

0/0 


0/0 



Week3 

N 

2 

NA 

3 


NA 


MEAN, GEO MEAN 

349.0, 336.6 


337.8, 236.2 




SD.SE 

130.39, 92.20 


313.71, 181.12 




MEDIAN 

349 0 


251 4 




MIN. MAX 

256.8, 441.2 


76.4, 685.7 




5%, 95% 

256.8,441.2 


76.4, 685.7 




# of BLQ/ALQ Values 

0/0 


0/0 



Overall* 

N 

3 

NA 

3 


NA 


MEAN, GEO MEAN 

684.6,605.8 


266.7, 188.5 




SD.SE 

421.12, 243.13 


266.90, 154.09 




MEDIAN 

538.1 


149.8 




MIN, MAX 

356.3, 1159.4 


78.2,572.1 




5%, 95% 

356.3,1159,4 


78.2, 572.1 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the 

weekly survey for the corresponding week. 




* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<l .234’will be used as ’1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 192 of 264) 


Bkimarker: Nicoline ((ne/mLVdsarette oer day) Analytical Lab: INBIFO 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smoke ts 

P-value* 

Smokets 

Non-Smokers 

P-value’ 

Week 1 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

156.0,134.9 



14.5, 14.3 




SD.SE 

107.88,62.29 



3.29, 1.00 




MEDIAN 

100.5 



15.1 




MIN, MAX 

87.1,280.3 



11.0,17.5 




5%. 95% 

87.1,280.3 



11.0, 17,5 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

110.3,83.3 



605,32,0 




SD.SE 

92.70, 53.52 



79.36,45.82 




MEDIAN 

87.4 



14.7 




MIN, MAX 

31.2,212.3 



14.6.152.1 




5%, 95% 

31.2,212.3 



14.6,152.1 




# of BLQ/ALQ Values 

010 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GF.O MEAN 

56.7, 54.6 



54.8. 38.3 




SD.SE 

21.14,14.95 



50.87, 29.37 




MEDIAN 

56.7 



40.8 




MIN, MAX 

41.7,71.6 



12.4, 111.2 




5%, 95% 

41.7,71.6 



12.4, 111.2 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

111.1,98.3 



43.3, 30.6 




SD.SE 

68.32,39.45 



43.29,24.99 




MEDIAN 

87.3 



24.3 




MIN, MAX 

57.8, 188.1 



12. /, 92.8 




5%. 95% 

57,8, 188.1 



12.7, 92.B 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

0 P-value from Wilcoxon rank-sum test 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as *1.234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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table 14.2.2-2 

Statistical Comparison Between Smokers and Nort-Smokcis by Gentler nf 24-Hour Urine Biomafkers of Exposure by Tinrcpcinr and Overall 

(Page 193 of 264) 


Bkunarker: Nicoriue-N-glucuronitfe (nmol'Ll Analytical Lab: 1NBIFO 




Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokera 

P-value* 

Week I N 

3 

1 

NA 

3 

1 

NA 

MEAN, GEO MEAN 

3509.8, 1906.8 

9.3,9.3 


1593.8, 1512.8 

9.3,93 


SD.SE 

4207.14,2428.99 

NA.NA 


653.29,377.18 

NA.NA 


MEDIAN 

2052,5 

9 3 


1331.9 

9.3 


MIN, MAX 

403.4,8373.6 

93,9.3 


1112.1,2337.4 

9.3, 9.3 


5%, 95% 

403.4, 8373.6 

NA.NA 


1112.1,2337.4 

NA.NA 


# of BLQ/ALQ Values 

0/0 

1/0 


0/0 

1/0 


Week 2 N 

3 


NA 

3 

2 

0.1489 

MEAN, GEO MEAN 

4013.5, 3366.0 



1742.3, 1662.4 

27.7, 20.7 


SD, SE 

2738.64, 1581.16 



648.77, 374.57 

25.95, 18.35 


MEDIAN 

3518.6 



1648.3 

27.7 


MIN. MAX 

1556.0,6965.8 



1145.6,2432.9 

9.3.46.0 


5%. 95% 

1556.0,6965.8 



1145.6,2432.9 

9.3.46.0 


# of BLQ/ALQ Values 

0/0 



0/0 

2/0 


Week 3 N 

2 

2 

0.2207 

3 

2 

0-1386 

MEAN, GEO MEAN 

2136.0, 1288.9 

9.3, 9.3 


1660.5, 1587.1 

9.3,9.3 


SD.SE 

2408.76. 1703.25 

0.00.0.00 


640.98.370.07 

0.00. 0.00 


MEDIAN 

2136.0 

9.3 


1299,6 

9.3 


MIN, MAX 

432.7.3839.2 

9.3,9.3 


1281.4.2400.6 

9.3, 9.3 


5%. 95% 

432.7.3839.2 

9.3,9.3 


1281.4,2400.6 

9.3,9.3 


V of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Overall* N 

3 

3 

0.0636 

3 

3 

0.0765 

MEAN. GEO MEAN 

3325.3.2421.6 

9.3.9.3 


1665.5,1590.4 

13.4,12.3 


SD, SE 

2836.52,1637.67 

0.00,0.00 


639.69,369.33 

7.04,4,07 


MEDIAN 

2785.6 

9.3 


1426.6 

9.3 


MIN, MAX 

797.4, 6392.9 

9.3,9,3 


1179.7,2390.3 

9.3,21.5 


5%, 95% 

797.4, 6392.9 

9,3,9,3 


1179.7,2390.3 

9.3,21.5 



1 P-value from Wilcoaon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokeis and Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 
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Biomarker: Nicotine-N-glucuronide ((nmoI/LVcigaretle per day) _ Analytical Lab: INBTFO 


Male _ _Female 


Timepomi 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

284.7,161.1 



66.8, 66.3 




SD, SE 

357.90,206.63 



9.S3, 5.68 




MEDIAN 

89.2 



70 8 




MIN. MAX 

67.2.697.8 



55.6. 74.0 




5%, 95% 

67.2,697.8 



55.6.74.0 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GOO MEAN 

321.6,258.8 



181-7, 124.2 




SD, SE 

270.13,155.96 



194.19, 112.12 




MEDIAN 

175.9 



82.4 




MIN, MAX 

155,6,633.3 



57.3.405.5 




5%, 95% 

155.6,633.3 



57.3,405.5 




4 of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

196.0, 151.9 



178.8, 122.8 




SD, SE 

175.22, 123.90 



191.69, 110.67 




MEDIAN 

196.0 



72.2 




MTN.MAX 

72.1,319.9 



64.1,400.1 




5%, 95% 

72.1,319.9 



64.1,400.1 




ff of blq/alq Values 

0/0 



0/0 



Overall* 

N 

3 


NA 

3 


NA 


MEAN, geo mean 

260.4, 192.9 



142.4, 109.5 




SD, SE 

251.65,145.29 



129.90, 75.00 




MEDIAN 

132.6 



76.2 




MIN, MAX 

98.3,550.3 



59.0,292,1 




5%, 95% 

98.3,550.3 



59.0, 292 1 




NOTE: Values listed were normalized by taking tbe original btomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-valtte from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive Statistics across suhjects. Count of BLQ/AI Q values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<) . 234 ’ will be used as T .234') for the averages across visits within a subject thus eliminating al 1 BLQ/A LQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smoker* and Non-Smokers by Gender of 24-1 lour Urine Biomarkers of Exposure by Timcpoint and Overall 

{Page 105 of 264) 


Biomarker: Nicofine-N-glucuronide (nmo!/24hr) Analytical Lab: 1NBIFO 









Male 



Female 


Timepoint 

Statistic 

Smokere 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

3712.727,2363.769 
3386.7049,1955.3150 

3304.525 

548.624, 7285.032 

548.624.7285.032 

0/0 

i 

27.900,27.900 

NA.NA 

27.900 

27.900,27.900 

NA.NA 

1/0 

NA 

3 

3729.771,3457.328 
1798.4364, 1038.3277 
3225.090 

2237.592,5726.630 
2237.592,5726.630 

0/0 

1 

11.160,11.160 

NA.NA 

11.160 

11.160,11.160 

NA, NA 

1/0 

NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

4306.237.4043.739 

1923.8454.1110.7327 

3624.158 

2816.360,6478.194 

2816.360,6478.194 

0/0 


NA 

3 

4015.243,3928.435 
1062.4322,613.3955 
3551.360 

3263.634.5230.735 

3263.634.5230.735 

0/0 

2 

39.730,38.893 

11 4693, 8 1100 

39.730 

31 620,47.840 
31.620,47.840 

2/0 

0.1489 

Week 3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

3273.943.1885.034 
3785-5909,26768170 

3273.943 

597.126.5950.760 

597.126.5950.760 

0/0 

2 

17.968, 17.926 

1.7359, 1.2275 

17.968 

16.740,19.195 

16.740, 19.195 

2/0 

0.2453 

3 

3447.031,3209.515 

1583.0338,913.9650 

3139.430 

2040.372,5161.290 

2040.372,5161.290 

0/0 

2 

20.739, 18.674 
12.7576,9.0210 

20.739 

11.718,29.760 

11.718,29.760 

2/0 

0.1489 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

3785.458,3109.518 

2640.0009,1524.2053 

3464.342 

1320.703, 6571.329 
1320.703,6571.329 

3 

21.278, 20.774 

5.8644,3.3858 

19.195 

16.740, 27.900 

16.740, 27.900 

0.0809 

3 

3730.681,3547.479 

1476.2161,852.2937 

3305.293 

2513.866,5372.885 
2513.866,5372 885 

3 

28.318,28 098 
4.2129,2.4323 

29.760 

23.5/3,31.620 

23.573,31.620 

0.0809 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 196 of 264) 


Biomarker: Nicotme-N-glnctiromde ((nmol/24hr)/cigarette per day) 


Analytical Lab: 1NB1PQ 


Male 


Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 


P-vatue' 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

MEAN, CEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

280.733,199.795 
283.8346, 163.8720 

143.675 

91.437.607.086 

91.437,607.086 

0/0 



NA 

3 

153.033, 151.520 

25.6207, 14.7921 

161.255 

124.311. 173.534 

124.31 1, 173.534 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

350.590,310.915 
212.4258, 122.6441 

281.636 

1812208, 588.927 

181.208, 588.927 

0/0 



NA 

3 

404.180,293.415 

405.0254,233.8415 

177,568 

163.182,871.789 

163.182,871.789 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

» of BLQ/ALQ Values 

2 

297.709,222.153 
280.2802, 198.1880 

297.709 

99.521,495.897 

99.521,495.897 

0/0 



NA 

3 

376.847.248.288 
419.1767,242.0118 

156.972 

113.354,860.215 

113.354,860.215 

0/0 


NA 

Overall' 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

294.648, 243.467 
233.2529, 134.6686 

162.442 

157.531,563.970 

157.531,563.970 



NA 

3 

311.353.241.164 
280.8874,162.1704 

165.265 

133.616.635.179 

133.616.635.179 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as ‘1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkeni of Exposure by Timepoint and Overall 
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Biomarker: Nicotine-N-glucurenide (nmol/mg Creatinine) Analytical Lab: 1NBIFQ 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokere 

P-value* 

Week 1 

N 

3 

1 

NA 

3 

1 

NA 


MEAN, GEO MEAN 

2.478,1.628 

0.011,0.011 


3.022, 2.636 

0.014, 0.014 



SD.SE 

2.3928,1.3815 

NA,NA 


1.6021,0.9250 

NA, NA 



MEDIAN 

1.864 

non 


3.809 

0.014 



MIN. MAX 

0.452, 5.118 

0.011,0.011 


1.179,4.079 

0.014.0.014 



5%, 95% 

0.452, 5.118 

NA,NA 


1.179,4.079 

NA, NA 



If of BLQ/ALQ Values 

m 

I/O 


0/0 

1/0 


Week 2 

N 

3 


NA 

3 

2 

0.1489 


MEAN, GEO MEAN 

3.716,3.439 



2.965, 2.868 

0.036,0.036 



SD.SE 

1.8604, 1.0741 



0.8736, 0.5044 

0.0042,0.0030 



MEDIAN 

2.941 



3.310 

0.036 



MIN. MAX 

2.369,5.839 



1.972,3.614 

0.033.0.039 



5%, 95% 

2.369,5.839 



1.972,3.614 

0.033,0.039 



# of BLQ/ALQ Values 

0/0 



0/0 

2/0 


Week 3 

N 

2 

2 

0.2453 

3 

2 

0.1489 


MEAN, GEO MEAN 

2.936,2.263 

0.015, 0.014 


3 107,2.733 

0.015, 0.014 



SD, SE 

2.6439,1.8695 

0.0057.0.0040 


1.7805, 1.0280 

0.0085, 0.0060 



MEDIAN 

2.936 

0.015 


3.022 

0.015 



MIN, MAX 

1.066,4.805 

0.011,0.019 


1.371,4.929 

0.009,0.021 



5%. 95% 

1.066,4.805 

0.011,0.019 


1.371,4.929 

0.009, 0.021 



A of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Overall* 

N 

3 

3 

0.0765 

3 

3 

0.0809 


MEAN, GEO MEAN 

2.952,2.547 

0.014.0.013 


3.032.2.783 

0.025.0.024 



SD, SE 

2.0181,1.1652 

0.0046,0.0027 


1.3568, 0.7833 

0.0069.0.0040 



MEDIAN 

2.117 

0.011 


3.482 

0.021 



MIN, MAX 

1.486,5.254 

0.011,0.019 


1.507,4.106 

0.021.0.033 



5%, 95% 

1.486,5.254 

0.011,0.019 


1.507,4.106 

0.021,0.033 



1 P-value from WHcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’-cl .234" will be used as T.234 1 ) fbrthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinsand Overall 
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Biomarken Nicotine-N-ductironide ((nmol/mfc Creatinine Vcifiarette per day) 

Analytical [.ah: INBfFO 




Timepoint 



Male 



Female 

Statistic 

Smokers 

Non-Smokers 

P-vaIue J 

Smokers 

Non-Smokers 

Week I 

N 

3 


NA 

3 



MEAN, GEO MEAN 

0.194,0.137 



0.127,0.116 



SD, SE 

0.2015,0.1163 



0.0620, 0.0358 



MEDIAN 

0.081 



0.124 



MTU, MAX 

0 D75,0.427 



0.066,0.190 



5%, 95% 

0.075,0.427 



0.066, 0.190 



# of BLQ/ALQ Values 

0/0 



0/0 


Week 2 

N 

'5 


NA 

3 



MEAN, QEO MEAN 

0.314,0.264 



0.277,0.215 



SD, SE 

0.2072,0.1197 



0.2414,0.1394 



MEDIAN 

0.294 



0.181 



MIN. MAX 

0.118,0.531 



0.099,0.552 



5%, 95% 

0.118,0.531 



0.099,0.552 



# of BLQ/ALQ Values 

0/0 



0/0 


Week 3 

N 

2 


NA 

3 



MEAN, GEO MEAN 

0.289,0.267 



0.350,0.211 



SD, SE 

01570,0 1110 



0.4108,0.2372 



MEDIAN 

0.289 



0.151 



MIN, MAX 

0.178,0.400 



0.076,0.822 



5%. 95% 

0,178,0.400 



0.076,0.822 



n of BLQ/ALQ Values 

0/0 



0/0 


Overall* 

N 

3 


NA 

3 



MEAN. GEO MEAN 

0.245,0.202 



0.251.0.191 



SD, SE 

0.1847,0.1067 



0.2199,0.1269 



MEDIAN 

0.182 



0.174 



MIN, MAX 

0.100,0.453 



0.060.0.499 



5%, 95% 

0.100.0.453 



0.080, 0.499 



NOTE: Values listed were normalized by taking the original biomafker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon tank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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(Page 199 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (nmol/ma Creatinine) Analytical Lab: INBIFO 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers_ 

P-value’ 

Week I 

N 

3 


NA 

3 

2 

0.1489 


MEAN, GEO MEAN 

41.322,36.551 



62.078, 54.495 

0.084,0.078 



SD, SE 

21.2363,12.2608 



37.5785, 21.6960 

0.0403,0.0285 



MEDIAN 

49.312 



54.500 

0.084 



MIN. MAX 

17.250, $7,405 



28 866, 102.868 

0.055.0.112 



5%, 95% 

17.250.57.405 



28.866,102.868 

0.055,0.112 



# of BLQ/ALQ Values 

0/0 



0/0 

0/0 


Week 2 

N 

3 

i 

NA 

3 

2 

0.1489 


MEAN, GEO MEAN 

46.686,44.322 

0.075, 0.075 


65.290, 55483 

0.069,0.069 



SD, SE 

17.1325,9.8915 

NA, NA 


45.4552, 26.2436 

0.0099,0.0070 



MEDIAN 

50.181 

0.075 


50.462 

0.069 



MrN, MAX 

28.075.61.801 

0.075,0.075 


29.101, 116.308 

0.062,0.076 



5%, 95% 

28,075, 61.801 

NA, NA 


29.101, 116.308 

0.062,0.076 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

2 

3 

0.14S9 

3 

1 

NA 


MEAN, GEO MEAN 

37.976, 33.319 

0.062, 0.061 


56.497,49.055 

0.036,0.036 



SD, SE 

25.7698, 18.2220 

0.0172, 0.0099 


34.1962, 19 7432 

NA, NA 



MEDIAN 

37.976 

0.068 


53.238 

0.036 



MIN, MAX 

19.754,56.198 

0.043, 0.076 


24.047, 92.206 

0.036,0.036 



5%, 95% 

19.754,56.198 

0.043, 0.076 


24.047,92.206 

NA, NA 



#qf BLQ/ALQ Values 

0/0 

0/0 


U/0 

0/0 


Overall* 

N 

3 

3 

0.0800 

3 

2 

0.1489 


MEAN, GEO MEAN 

43.303,39.811 

0 064. 0.062 


61.288,53.089 

0.07.3,0.069 



SD, SE 

19.2158.11.0943 

0.0180,0.0104 


38.9394,22.4817 

0.0304,0.0215 



MEDIAN 

49.747 

0.072 


52.733 

0.073 



MIN, MAX 

21.693.58.468 

0.043, 0.076 


27.338. 103.794 

0.051,0.094 



5%. 95% 

21.693, 58.468 

U.U43, U.076 


27.338, 103.794 

0.051.0.094 



* P-value from Wilcoxon rank-sum test 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g_, VI .234* will be used as ’1.234*) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Expusun: by Timepoiril and Overall 
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Binmarker: Sum of Nicotine and Nicotine metabolites ((nmol/mg CreaiinfneVciiarette per day! _ Analytical Lab: INB1FO _ 


Male___ Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

3.268, 3.089 
1.3631,0.7870 

2.875 

2.144,4.784 
2.144,4.784 

0/0 


NA 

3 

2.800,2.389 

2.0295, 1.1717 

1.652 

1.604,5.143 

1.604. 5.143 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

3.645, 3.408 
1.7152,0.9903 

2.808 

2.509,5.618 

2.509,5.618 

0/0 


NA 

3 

5.227, 4.144 

3.5146, 2.0292 

5.815 

1.455, 8,410 

1.455, 8.410 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ff of BLQ/ALQ values 

2 

3.988, 3.926 

0.9836.0.6955 

3.988 

3.292,4.683 

3.292, 4.683 

0/0 


NA 

3 

4940, 3.795 
3.7793,2.1820 

4.610 

1.336, 8.873 
1.336,8.873 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

3.449, 3.271 
1.4073,0.8125 

2.992 

2.327,5.U28 

2.327,5.028 


NA 

3 

4.322, 3.634 

2.5371, 1.4648 

5.189 

1.465, 6.312 

1.465, 6.312 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the mrmberof cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-vatue from Wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<] .234’will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Stun of Nicotine and Nicotine metabolites (mg/mg Creatinine ) Analytical Lab: 1NB1FQ 





Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vaiue’ 

Smokers 

Non-Smokers 

P-value* 

Weekl 

N 

3 


NA 

i 

2 

0.1386 


MEAN. GEO MEAN 

0.007,0.006 



0.010,0.009 

0.000, NA 



SD, SE 

0.0032,0.0019 



0.0061,0.0035 

0.0000,0.0000 



MEDIAN 

0.008 



0.009 

0.000 



MIN, MAX 

0.003,0.009 



n.005, 0.017 

0.000,0.000 



5%, 95% 

0.003,0.009 



0.005,0.017 

0.000,0.000 



# of BLQ/ALQ Values 

0/0 



0/0 

0/0 


Week 2 

N 

1 

1 

NA 

3 

2 

0.1386 


MEAN, GEO MEAN 

0.008,0.007 

0.000, NA 


0.011,0.009 

0.000. NA 



SD, SE 

0.0025,0.0015 

NA, NA 


0.0074. 0.0043 

0.0000, 0.0000 



MEDIAN 

0.008 

0.000 


0.008 

0.000 



MIN, MAX 

0.005. 0.010 

0.000, 0.000 


0.005, 0 019 

0.000,0.000 



5%, 95% 

0.005, 0.010 

NA, NA 


0.005, 0.019 

0.000.0.000 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

2 

3 

0.1066 

3 

1 

NA 


mean, geo mean 

0.006,0.005 

0.000, NA 


0.009, 0.008 

0.000, NA 



SD, SE 

0.0042,0.0030 

0.0000, 0.0000 


0.0055, 0.0032 

NA, NA 



MEDIAN 

0.006 

0.000 


0.009 

0.000 



MIN, MAX 

0.003,0.009 

0.000. 0.000 


0-004,0.015 

0.000, 0 000 



SX 95% 

0.003.0.009 

0.000,0.000 


0.004,0.015 

NA, NA 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall* 

N 

3 

3 

0.0636 

3 

2 

0.1386 


MEAN, GEO MEAN 

0.007, 0.007 

0.000. NA 


0.010.0.009 

0.000, NA 



SD, SE 

0.0026.0.0015 

0.0000, 0.0000 


0,0061,0.0035 

0.0000, 0.0000 



MEDIAN 

0.008 

0.000 


0.009 

0.000 



MIN, MAX 

0.004, 0.009 

0.000. 0.000 


0.005,0.017 

0.000,0.000 



5%. 95% 

0.004,0.009 

0.000, 0.000 


0005, 0.017 

0.000, 0.000 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., VI .234’ will be used as 1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 202 of 264) 


Biomaiter: Sum of Nicotine andNicotine metabolites Ome/ma CreatiitineVciearetteoerdaY') 

Analytical Lab: INB1FO 







_Male_ 



Female 


Timeooini 

Statistic 

Smokers 

Non-Smokers 

P-Yilue’ 

Smokers 

Non-Smokers 

P-value* 

Week l 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

0.000, NA 



0.000, NA 




SD.SE 

0.0005, 0.0003 



0.0006. 0.0003 




MEDIAN 

0.000 



0000 




MIN. MAX 

0,000,0.001 



0.000. 0.0C1 




5%. 95% 

0.000,0.001 



0.000, 0.001 




# of BLQ/ALQ Values 

(VO 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.000, NA 



0.001, NA 




SD.SE 

0.0006, 0 0003 



0.0006, 0.0003 




MEDIAN 

0,000 



0.001 




MIN, MAX 

0,000,0.001 



0.000,0.00! 




5%, 95% 

0.000,0.001 



0,000.0.001 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

0.001,0.001 



0.001, NA 




SD.SE 

0.0000,0.0000 



0.0006,0.0003 




MEDIAN 

0.001 



0.001 




MIN, MAX 

0.001,0.001 



0.000, 0.001 




5%, 95% 

0.001,0.001 



0.000, 0.001 




it of BLQ/ALQ Values 

0/0 



0/0 



Overall 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.000, NA 



0.001, NA 




SD.SE 

0,0006.0.0003 



0.0006, 0.0003 




MEDIAN 

0.000 



0.001 




MIN, MAX 

0.000, 0.001 



0.000,0.001 




5%, 95% 

0.000,0.001 



0.000,0.001 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as T.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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fable 14.22-2 

Siaiistica) Comparison Between Smokers anil Non-Smokers by Gender or 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 203 of 264) 


Biomarker; Sum of Nicotine and Nicotine metabolites (nmo!/24hr) 

Analytical Lab: TNB1FO 








Male 



Female 


Timenoint 

Statistic 

Smokers 

Non-S makers 

P-value' 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, CEO MEAN 
SD, SE 
MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

3 

63355.867,53088.630 
36835.3562,21266.9028 
81705.702 

20949.848, 87412.052 
20949.848,87412.052 

0/0 


NA 

3 

72805.885,71479,861 

16470.6257,9500.3202 

76509.580 

54798.744,87109.330 
54798.744,87109330 

0/0 

2 

79.565, 70.830 
51.2575,36.2445 

79.565 

43.320,115.809 

43.320,115.809 

0/0 

0.1489 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

57401.474, S2106.544 
26746.5027,15442.1006 
68568.714 

26881.034,76754.673 
26881.034, 76754.673 

0/0 

1 

104.690,104.690 

NA.NA 

104.690 

104.690,104.690 

NA,NA 

0/0 

NA 

3 

80736.256, 76003.456 
33073.8893, 19095.2189 
79743.285 

48170.034,114295.450 
48170.034,114295.450 

0/0 

2 

89.750, 88.645 

19.8527, 14.0380 

89.750 

75.712,103.788 

75.712,103.788 

0/0 

0.1469 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

ft of BLQ/ALQ Values 

2 

40332.587, 27754.070 
41386.8871,29264.9485 
40332.687 

11067.738,69597.635 
11067.738, 69397.635 

WO 

3 

81.394,79.732 

20.7304, 11.9687 

74.511 

64.980,104.690 

64.980, 104.690 

0/0 

0.1430 

3 

62439.570. 57600.129 
30551.0653, 17638.6658 

55742. S35 

35792.389,95783.485 
35792-389, 95783,485 

0/0 

1 

45.486.45.486 

NA.NA 

45.486 

45.486.45.486 

NA. NA 

0/0 

NA 

Overall’ 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

58335.640,49063.959 
33804.6732, 19517.1372 
73290.684 

19632.873, 82083.363 
19632.873, 82083.363 

3 

81.394,79.732 

20.7304,11.9687 

74.511 

64980, 104.690 

64.980, 104,690 

0.0809 

3 

71993.903,68667.984 

26429.5765,15259.1231 

70665.233 

46253,722,99062.755 
46253.722, 99062.755 

2 

82.319,77.597 

38.8626.27.4800 

82.319 

54.839,109.799 

54.839,109.799 

0,1489 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. t *<1.234* will be used as *1*234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpomt and Overall 

(Page 204 of264) 


Biomarker: Sum of Nicotine and Nicotine metabolites ((nmoI/24hrydgaretle per day) Analytical Lab: INBIFO 





Male 



Eemale 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

4700,325.4487.262 
1832.5206,1058.0063 
3800.524 

3491.641.6808.809 
3491.641. 6808.809 

0/0 


NA 

3 

3239.438.3132 648 
1032.4119.596.0633 
3044.375 

2318-472,4355467 

2318.472,4355.467 

0/0 


NA 

Week 2 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

3 

4253.lt 9,4006.373 
1808.8400, 1044.3342 
3837.734 

2688.103,6233.519 

2688.103,6233.519 

0/0 


NA 

3 

7137.941,5676.705 

5578.8697,3220.9619 

5714.773 

2408.502, 13290.548 
2408.502, 13290.548 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

2 

382221.3,3270.849 
2796.7346, 1977.5900 
3822213 

1844.623, 5799.803 
1S44.523, 5799.803 

0/0 


NA 

3 

5356.038,4455.935 

3683.8604,2126.8778 

4789.174 

1988.466,9290.473 

1988.466,9290.473 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

3 

4258.209,4003.325 
1842.6232, 1063.8390 
3819.129 

2674.789, 6280.710 

2674.789. 6280.710 


NA 

3 

5244.472.4671.897 
2920.6098, 1686.2148 
4953.138 

2480.448, 8299.831 

2480 448, 8299,831 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects* Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. f ‘<1.234* will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overal! statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Ttmepoim and Overall 

(Page 205 of 264) 


Bio marker: Sum of Nicotine and Nicotine metabolites (mfi/24hr) _ Analytical Lab: 1NB1FQ 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 1 

Week! 

N 

3 


NA 

3 

2 

0.1489 


MEAN, GEO MEAN 

10.278, 8,613 



11.811, 11.596 

0.013,0.012 



SD.SE 

5.9756, 3.4500 



2.6721, 1.5428 

0.0085,0.0060 



MEDIAN 

13.255 



12.412 

0.013 



MIN. MAX 

3.399, 14.181 



8.890, 14.132 

0.007,0.019 



5%, 95% 

3.399, 14.181 



8.890, 14.132 

0.007,0.019 



ff of BLQ/ALQ Values 

0/0 



0/0 

0/0 


Week 2 

N 

3 

i 

NA 

3 

2 

0.1489 


MEAN, GEO MEAN 

9.312, 8.453 

0.017,0.017 


13.098, 12.330 

0.015, 0.014 



SD, SE 

4.3391,2.5052 

NA.NA 


5.3653, 3.0977 

0.0035,0.0025 



MEDIAN 

11.124 

0.017 


12.937 

0.015 



MIN, MAX 

4.361. 12.452 

0.017,0.017 


7.815,18.542 

0.012,0.017 



5%, 95% 

4.361,12452 

NA, NA 


7.815,18.542 

0.012,0.017 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

2 

3 

0.1489 

3 

1 

NA 


MEAN, GEO MEAN 

6.544,4.503 

0.013,0.013 


10.130,9.345 

0.007, 0.007 



SD, SF. 

6.7140. 4.7475 

0.0032. 0.0019 


4 9562, 2 8614 

NA, NA 



MEDIAN 

5.544 

0.012 


9.043 

0.007 



MIN. MAX 

1.796,11.291 

0.011,0.017 


5.807.15.539 

0.007,0.007 



5%, 95% 

1.796, 11.291 

0.011,0.017 


5 807.15.539 

NA, NA 



ff of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall* 

N 

3 

3 

0.0809 

3 

2 

0.1489 


mean, geo mean 

9.464, 7 960 

0.013,0.013 


11.680,II 140 

0.014,0013 



SD, SE 

54844, 3.1664 

0.0032,0.0019 


4.2876,2.4754 

0.0064,0.0045 



MEDIAN 

11.890 

0.012 


11.464 

0.014 



MIN. MAX 

3.185,13.317 

0,011,0.017 


7.504,16.071 

0.009,0.018 



5%. 95% 

3.185, 13.317 

0.011,0.017 


7.504, 16.071 

0.009,0.018 



* P-value from Wilcox on rank sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<! .234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 206 of 264) 


Biomaiker: Sum of Nicotine and Nicotine metabolites ((mfi/24hrVcigarene per da; 


Statistic 

Smokers 

N 

3 

MEAN, GEO MEAN 

0.763,0.728 

SD, SE 

0.2976,0.1718 

MEDIAN 

0.617 

MIN. MAX 

0.566,1.105 

5%, 95% 

0.566,1.105 

# of BLQ/ALQ Values 

0/0 

N 

3 

MEAN, GEO MEAN 

0.690,0.650 

SD. SE 

0.2933,0.1693 

MEDIAN 

0.623 

MIN. MAX 

0.436,1.011 

5%, 95% 

0.436,1.011 

tt of BLQ/ALQ Values 

0/0 

N 

2 

MEAN, GEO MEAN 

0.620,0.530 

SD. SE 

0.4540,0.3210 

MEDIAN 

0.620 

MIN, MAX 

0.299,0.941 

5%. 9554 

0.299,0.941 

# of BLQ/ALQ Values 

0/0 

N 

3 

MEAN. GEO MEAN 

0.691.0.650 

SD, SE 

0.2989,0.1726 

MEDIAN 

0.620 

MIN, MAX 

0.434,1.019 

554, 9554 

0.434,1.019 


) Analytical Lab: 1NBIFQ 
Male 

Non-Smokers 


0.526, 0.508 
0.1678, 0.0969 
0.494 

0.376, 0.707 
0.376. 0.707 
0/0 


1.158, 0.921 
0.9049, 0.5224 
0.927 

0-391, 2.156 
0.391,2.156 
0/0 


0.869, 0.723 
0.5973, 0.3449 
0.777 

0.323, 1.507 
0.323, 1.507 
0/0 


0.851,0.758 
0.4733,0.2732 
0.804 

0.403,1.346 
0403, 1.346 


Female 

Non-Smokers 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

4 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as T.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2 2-2 

Statistical Comparison Between Smokcre and Non-Smokers by Gender of 24-Hour Urine Biomaikers of Exposure by TimepoirU and Overall 

(Page 207 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (nmol/L) _ Analytical Lab: INBIFO 


TimeDOiM 



Male 



Female 

P-vaW 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

Week 1 

N 

3 


NA 

3 

2 

0.1386 


MEAN. GEO MEAN 

54537.-4,42325.9 



31294.8,31277.1 

36.1,36.1 



SD.SE 

39255.72, 22664.30 



1291.58,745.69 

0.00,0.00 



MEDIAN 

54293,2 



31228.4 

36.1 



MIN. MAX 

15404.3, 93914.6 



10037.7, 32618.3 

36 1,36.1 



5%. 95% 

15404.3,93914.6 



30037.7,32618.3 

36.1.36.1 



tt of BLQ/ALQ Values 

0/0 



0/0 

WO 


Week 2 

N 

3 

1 

NA 

3 

2 

0.1489 


MEAN. GEO MEAN 

54366.8,43373.7 

36.1,36.1 


32762.6,32162.1 

54.5.51.3 



sn, sf. 

34223.59, 19759.00 

NA, NA 


7305.12,4217 61 

25.95, 18.35 



MEDIAN 

73729.8 

36.1 


36869.5 

54.5 



MIN, MAX 

14851.4,74519.1 

36.1,36.1 


24328.3,37089.9 

36.1,72.8 



5%. 95% 

14851.4,74519.1 

NA.NA 


24328.3,37089.9 

36.1,72.8 



tt of BLQ/ALQ Values 

WO 

0/0 


0/0 

0/0 


Week 3 

N 

2 

3 

0.1066 

3 

l 

NA 


MF.AN.GFO MF.AN 

26460.9, 18976.7 

361,361 


29273 3, 28483 2 

36.1,36.1 



SD.SE 

26079.23,18440.80 

0.00,0.00 


8648.80,4993.39 

NA. NA 



MEDIAN 

26460.9 

36.1 


25926.9 

36.1 



MIN, MAX 

8020.1.44901.7 

36.1,36.1 


22797.7,39095.3 

36.1,36.1 



5%, 95% 

8020.1,44901.7 

36.1,36.1 


22797.7,39095.3 

NA, NA 



tt of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall’ 

N 

3 

3 

0.0636 

3 

2 

0.1489 


MEAN, GEO MEAN 

49337.8, 38757.4 

36.1,36.1 


31110.2, 30900.9 

42.2,41.8 



SD.SE 

31841.90,18383.93 

0.00.0.00 


4384.36,2531.31 

8.63, 6.10 



MEDIAN 

54406.2 

36.1 


31415.1 

42.2 



MIN, MAX 

12/58.6, 70848.7 

361,36.1 


20581.4, 35334.2 

361,48.3 



5%, 95% 

12758.6,70848.7 

36.1,36,1 


26581.4,35334.2 

36.1,48.3 



8 P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 208 of 264) 


Biomaritcr Slim of Nicotine and Nicotine metabolites ((nmol/Ll/cigarette per day) Analytical Lab: INBIFO 


Timepoint 
week I 


Week 2 


Week 3 


Overall* 


Mals 

Statistic 

Smokers 

Non-Smokers 

P-valut* 

Smokers 

N 

3 


NA 

3 

MEAN, GEO MEAN 

4251.4,3619.8 



1420.1. 1370.7 

SD, SE 

3097.59, 1788.40 



438.66, 253.26 

MEDIAN 

2567.4 



1501.9 

MIN, MAX 

2360.6,7826.2 



946.3,1812.1 

5%, 95% 

2360.6, 7826.2 



946.3, 1812.1 

# of BLQ/ALQ Values 

0/0 



0/0 

N 

3 


NA 

3 

MEAN, GEO MEAN 

3971.3,3334.9 



3080.5,2402.2 

SD, SF. 

2617.43, 1511.18 



2703.93, 1561.1 

MEDIAN 

3726.0 



1843.5 

MIN, MAX 

1485.1.6702.7 



I2IG.4.6181.7 

5%, 95% 

1485.1,6702.7 



1216.4, 6181.7 

It of BLQ/ALQ Values 

0/0 



0/0 

N 

2 


NA 

3 

MF.AN, GF.0 MEAN 

2539.3, 2236.4 



2514.2,2203.5 

SD, SE 

1700.66, 1202.55 



1602.33,925.11 

MEDIAN 

2539.3 



1954.8 

MIN, MAX 

1336.7,3741.8 



1266.5,4321.2 

5%, 95% 

1336.7,3741.8 



1266,5,4321.2 

# of BLQ/ALQ Values 

0/0 



0/0 

N 

3 


NA 

3 

MEAN. GEO MEAN 

3643.3.3217.1 



2338.3, 2129.2 

SD, SE 

2208.89,1275.30 



1291.01, 745.37 

MEDIAN 

3043.3 



1766.7 

MIN. MAX 

1796.4, 6090.2 



1431.7,3816.4 

5%, 95% 

1796.4, 6090.2 



1431.7,3816.4 


Female 

Non-Smokers 


P-value a 


NA 


NA 


NA 


NA 


NOTH: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers ant! Non-Smokers by Gentler of 2'1-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 209 of 264) 


Biomarker: SumofNicorine and Nicotine metabolites fmg/L) Analytical Lab: INBDO 


Timepoint 

Statistic 


Male 



Female 


Smokers 

Non-Smokers 

P-value - 

Smokers 

Non-Smokers 

P-value 11 

w^k J 

N 

3 


NA 

3 

2 

0.1386 


MEAN, GEO MEAN 

8.8, 6.9 



5.1.5.1 

0.0, NA 



SD.SE 

6.35,3.67 



0.20,0.12 

0.00,0.00 



MEDIAN 

8.8 



5.1 

0.0 



MIN, MAX 

2.5,15,2 



4.9,53 

0.0,0.0 



5%, 95% 

2.5,15.2 



4.9,53 

0.0,0.0 



# of BLQ/ALQ Values 

0/0 



0/0 

0/0 


Week 2 

N 

3 

1 

NA 

3 

2 

0.1281 


MEAN, GEO MEAN 

8.8,7.0 

0,0, NA 


5.3,5.2 

0.0, NA 



SD.SE 

5.57,3.22 

NA. NA 


1.21.0.70 

0.00.0.00 



MEDIAN 

12 0 

0.0 


60 

00 



MIN, MAX 

2.4,12.1 

0.0,0.0 


3.9,6.0 

0.0,0.0 



5%, 95% 

2.4,12.1 

NA, NA 


39,6.0 

0.0,0.0 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


W$ek3 

N 

2 

3 

0.1066 

3 

1 

NA 


MEAN. GEO MEAN 

43,3.1 

0.0, NA 


47,4.6 

0.0, NA 



SD. SE 

4.24,3.00 

0.00,0.00 


1.38,0.80 

NA, NA 



MEDIAN 

43 

0.0 


4.2 

0.0 



MIN, MAX 

1.3,7.3 

0.0,0.0 


3.7,6.3 

0.0, 0.0 



5%, 95% 

1.3,73 

0.0,0.0 


3.7,63 

NA, NA 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall* 

N 

3 

3 

0.0636 

3 

2 

0.1386 


MEAN, GEO MEAN 

8.0,6.3 

0.0. NA 


5.0,5.0 

0.0, NA 



SD.SE 

5.16,2.98 

0.00.0.00 


0.70,0.41 

0.00,0.00 



MEDIAN 

10.5 

0.0 


5.T 

0.0 



MIN, MAX 

2.1, 11.5 

0.0,0.0 


4.3,5.7 

0.0, 0.0 



5%, 95% 

2.1,11.5 

0.0, 0.0 


4.3, 5.7 

0.0,0.0 



* P-value from Wilccxcn rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g„ '<1.234’wi!lbe used as 1.234‘j for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 


Draft 1:24 July 2002 


Page 797 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006439378 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 
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Biomarker Sum of Nicotine and Nicotine metabolites f(m£/LVciearette per day) 

Analytical Lab: 1NBIFO 





Timepoint 



__Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week I 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.7,0.6 



0.2, 0.2 




SD, SE 

0.52,0.30 



0.06, 0.03 




MEDIAN 

0.4 



0.2 




MIN, MAX 

0.4, 1.3 



0.2. 0.3 




5%, 95% 

0.4, 1.3 



0.2, 0.3 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

06,0.5 



0.5,0.4 




sn, SE 

0.45,0.26 



0.44,0.25 




MEDIAN 

0.6 



0.3 




MIN. MAX 

0.2, 1.1 



0.2, 1.0 




5%, 95% 

0.2, 1.1 



0.2,1.0 




» of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN. GEO MEAN 

04, 0.3 



0.4,0.3 




SD, SE 

0.28, 0.20 



0.26,0.15 




MEDIAN 

0.4 



0.3 




MIN, MAX 

0.2, 0.6 



0.2,0.7 




5%, 95% 

0.2, 0.6 



0.2,0.7 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.6, 0.5 



0.4.0.3 




SD, SE 

0.36, 0.21 



0.21,0.12 




MEDIAN 

0.5 



0.3 




MIN, MAX 

0.3,1.0 



0.2, 0.6 




5%, 95% 

0.3, 1.0 



0.2, 0.6 




NOTE: Values listed were normalized by taking the original bio-marker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e g., '<1.234'will be used as *1.234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Statistical Comparison Between Smokers and Non-Smokers by (Sender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 
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Biomarker: Total 3-hvdroxycotinine tnmo]/24hr) Analytical Lab: INB1FO 









Male 



Female 



Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 93% 

# of BLQ/ALQ Values 

3 

24791.559,21723.343 

15099.2521,8717.5573 

21746 172 

11447.120,411 SI.385 
11447.120,41181.385 

0/0 

2 

42.241,38.693 

23.9631, 16.9445 

42.241 

25.296.59,185 

25296, 59185 

1/0 

0.1489 

3 

41612.428,39914.894 
15356.2861, 8865.9559 
34072.584 

31483.480,59281.220 

31483.480,59281.220 

0/0 

3 

62.528,42.850 

62.2237, 35.9249 

39.779 

14.880.132.925 

14.880, 132.925 

2/0 

0.0809 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

24166.924,21982.634 
13076.3238, 7549.6191 
19995.744 

13685.048,38819,979 

13585.048,38819.979 

0/0 

3 

42.395, 37,499 

25.3989,14.6640 

35.960 

20.832,70.392 

20 832, 70.392 

2/0 

0.0809 

3 

45347.306, 39977.300 
28769.7893, 16610.2456 
33423.900 

24456,168, 78161.850 
24456,168,78161.850 

0/0 

2 

24.273,21.442 

16.0895.11.3770 

24.273 

12.896,35.650 

12.896, 35.650 

2X 

0.1489 

Week 3 

N 

MEAN, GEO MEAN 
SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

4 of BLQ/ALQ Values 

2 

14960,904,11909.748 

12805.1968.9054.6415 

14960.904 

5906.262.24015.545 

5906262.24015.545 

0/0 

3 

27.958,27.387 
7.1207,4.1111 

25.594 

22.320,35.960 

22,320, 35.960 

3/0 

0.1489 

3 

33115.950,25344.502 
30639.4576,17689.6991 
16042.225 

14817.346.68488.280 

14817.346.68488.280 

0/0 

2 

27.652,24.899 

17.0102, 12,0280 

27.652 

15.624, 39.680 

15.624, 39.680 

2/0 

0,1489 

Overall* 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

24088.660.20855.626 

14945.8351.8628.9819 

21919.154 

10346.143.40000.682 

10346. M3,40000.682 

3 

36.833,34.881 

14.4738,8.3564 

35.960 

22.816,51.724 

22.816,51.724 

0.08m 

3 

40025.228,35643.758 
24816.7724, 14327.9702 
26983.202 

24448.699, 68643.783 
24448.699, 58643.783 

3 

61.921,41.943 

62.6422,36.1665 

38.370 

14.467, 132.925 

14.467, 132.925 

0.0809 


a P-valuc from Wilcoxon rank-sum test. . 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234'will be used as ’1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkets of Exposure by Timepoim and Overall 

(Page 212 of 264) 


Biomarker Total 3-hydroxyrntinme (ug/24hr) Analytical Lab: INB1FO 

Timepoint 

Statistic 

Smokers 

Male 

Non-Smokeis 

P- value" 

Smokers 

Female 

Non-Smokers 

P-value* 

Week 1 

N 

3 

2 

0.1489 

3 

3 

0.0809 


MEAN. GEO MEAN 

4764.937,4175.226 

8.119,7.437 


7997.909.7671.643 

12.018, 8,236 



SD, SE 

2902.0764. 1675.5146 

4.6054, 3.2565 


2951.4778,1704.0365 

11.9592. 6.9046 



MEDIAN 

4179.614 

8.119 


6548 751 

7.646 



MIN. MAX 

2200.136, 7915.062 

4.862.11,375 


6051.125. 11393.850 

2.860,25.548 



5%, 95% 

2200.136,7915.062 

4.862, 11.375 


6051,125, 11393.850 

2,860,25.548 



# of BLQ/ALQ Values 

0/0 

I/O 


0/0 

2/0 


Week 2 

N 

3 

3 

0.0809 

3 

2 

0.1489 


MEAN, GEO MEAN 

4644.S83.4225.062 

8.148,7.208 


8715.752, 7683.637 

4.666,4.121 



SD, SE 

2513.2695,1451.0368 

4.8814,2.8183 


5529.5518,3192.4894 

3.0922,2.1865 



MEDIAN 

3843.182 

6.912 


6424.074 

4.666 



MIN, MAX 

2630.266,7461.200 

4 004. 13.529 


4700.475, 15022.708 

2.479, 6.852 



5%, 95% 

2630.266,7461.200 

4.004, 13.529 


4700.475,15022.708 

2.479,6.852 



# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Week 3 

N 

2 

3 

0.1489 

3 

2 

0.1489 


MEAN, GEO MEAN 

2875.486,2289.054 

5.374,5.264 


6364 886.4871.213 

5.315,4785 



SD. SF. 

2461.1587, 1740.3020 

1.3689.0.7903 


5888.9034, 3399.9600 

3,2690,2.3115 



MEDIAN 

2875.486 

4,919 


3083.316 

5.315 



MIN. MAX 

1135.184,4615.788 

4.290,6.912 


2847.894, 13163.447 

3.003,7.626 



5%, 95% 

1135.184.4615.788 

4,290,6.912 


2847.894, 13163.447 

3.003, 7.626 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

2/0 


Overall* 

N 

3 

3 

0.0809 

3 

3 

0.0809 


MEAN, GEO MEAN 

4629.840.4008.451 

7.079, 6.704 


7692.849, 6850.730 

11.901, 8.062 



SD, SE 

2872.5893, 1658.4902 

2.7818,1.6061 


4769.7834, 2753.8358 

12.0395,6.9510 



MEDIAN 

4212.861 

6.912 


5186.172 

7.375 



MIN, MAX 

1988.529.7688.131 

4 385,9.941 


4699.04U, 13193.335 

2.781,25.548 



5%, 95% 

1988.529, 7688.131 

4.385,9.941 


4699.040, 13193.335 

2.781,25.548 



* P value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits wilhin a suhjecl, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. '<t.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Total 3-hydroxycotinine tinmol/24htyrigarrne pet d ay)_A nalytical lab: 1NB1F0 


Mal e .. . . . Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 


P-valuc* 

Week 1 

N 

MEAN, RED MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

6 of BLQ/ALQ Values 

3 

1836 843, 1835,143 
62.4451,36.0527 

1812.181 

1790.495,1907.853 
1790.495, 1907.853 

0/0 


NA 

3 

1937.009, 1749.294 

1005 7330, 580.6602 
1892.921 

954.045,2964.06! 

954.045, 2954.061 

0/0 


NA 

Week 2 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tf of BLQ/ALQ Values 

3 

1709.100.1690.203 
301.3276, 173.9716 
1817.795 

1368.505, 1940.999 
1368.505, 1940.999 

0/0 


NA 

3 

3567 1 84, 2985.907 
2193.8771.1266.6356 
3908.093 

1222.808, 5570.650 
1222.808,5570.650 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

1492.836,1403.577 
719.0696, 508.4590 
1492.836 

984.377.2001.295 

984.377.2001.295 

0/0 


NA 

3 

2307.101.1960.646 
1338.8035,772.9586 
2673.704 

823.186.3424.414 

823.186.3424.414 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

1721.027, 1707.001 
260.5469, 150.4268 
1865.747 

1420.245, 1877.090 

1420.245, 1877.090 


NA 

3 

2603.765,2399,602 

1132.7438,653.9899 

3066.133 

1312.972,3432.189 
1312972, 3432.189 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 

‘ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by fast averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, v l 234'wili be used as *1.2341 for ih e averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Total 3-hvdroxvcoiinine (luc/24firVdHarette tier day) 

Analytical Lab: INBIFO 








Male 



Female 


Tinwooint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

353.041,352.906 

12.0018,6.9293 

348.301 

344.133,366.689 
344.133,366.689 

0/0 


NA 

3 

372.293,336.2(4 
193.3023. 111.6032 

363.820 

183.367.569.693 

183.367.569.693 

0/0 


NA 

Week 2 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

328.489, 324.857 
57.9149, 33.4372 
349.380 

263.027, 373.060 
263.027,373.060 

0/0 


NA 

3 

685.613, 573.892 
421.6630,243.4473 

751.135 

235.024,1070.679 

235,024,1070.679 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

2 

286.923, 269.767 
138.2054.97.7260 
286.923 

189.197, 384.649 
189.197, 384.649 

0/0 


NA 

3 

443.425. 376.836 
257.3181, 148.5627 

513.886 

158.216.658.172 

158.216.658.172 

0/0 


NA 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

330.782, 328.086 
50.0774,28.9122 
358.597 

272.971,360.777 

272.971,360.777 


NA 

3 

500.444,461.203 
217.7136,125.6970 

589.311 

252.353, 659.667 

252.353, 659.667 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value fmm Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALO values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., T <t .234' will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoini and Overall 

(Page 215 of 264) 


Biomarker: Total 3-hydroxvcotinine {nmol/mg Creatinine) Analytical Lab: INBIFG 




Male 



Female 


Timepoint 

Statistic 

S motets 

Non-Smokers 

P-vatue* 

Smokers 

Non-Smokers 

P-v»lue‘ 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

15.979, 14.955 

6.9296, 4.0008 

15.278 

9.426. 23.232 

9.426,23.232 

0/0 

2 

0.022,0.022 

0.0042,0.0030 

0.022 

0.019,0.025 

0.019,0.025 

1/0 

0.1489 

3 

36.794, 30.430 

28.8498,16.6564 

22.427 

17.948, 70.006 

17.948,70.006 

0/0 

3 

0.051, 0.041 

0.0400, 0.0231 

0.039 

0.019. 0.096 

0.019, 0.096 

2/0 

0.0809 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5% 95% 

# of BLQ/ALQ Values 

3 

19.232,18.698 
5.6416,3.2572 

18.022 

14 293, 25.380 

14.293,25.380 

0/0 

3 

0.022, 0.022 

0.0064, 0.0037 

0.026 

0.015,0.026 

0.015,0.026 

2/0 

0.0765 

3 

38.488,29.184 

35.6930,20.6074 

21.151 

14.775, 79.538 

14.775, 79,538 

0/0 

2 

0.019,0017 

0.0106, 0.0075 

0.019 

0.011,0.026 

0.011,0 026 

2/0 

0.1489 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ff Of BLQ/ALQ Values 

2 

14.967,14.298 

6.2579,4.4250 

14.967 

10.542,19.392 

10.542,19.392 

0/0 

3 

0.021,0.021 

0.0057,0.0033 

0.023 

0.015, 0.026 

0.015,0.026 

3/0 

0.1489 

3 

30.402.21.584 

30.8849.17.8314 

15.321 

9.955,65.930 

9.955, 65.930 

0/0 

2 

0.020,0.018 

0.0113, 0.0080 

0.020 

D.012, 0.028 

0.012, 0.028 

2/0 

0.1489 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

3 

17.763.16.956 
6.4453,3.7212 

17.564 

11,420,24.306 

11.420, 24 306 

3 

0.022.0.022 

0.0025,0.0015 

0.022 

0.020,0.025 

0.020, 0.025 

0.0809 

3 

35.228.27.172 

31.8090,18.3650 

19.633 

14.226.71.825 

14.226, 71.825 

3 

0.047. 0.035 

0.0433,0.0250 

0.031 

0.014, 0.096 

0.014, 0.096 

0.0809 


* P-value from Wilcoxon rank-sum Jest. 

* Overall values calculated by firsf averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of HLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification fe.g., ’<1.234* will be used as 1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomaiker Total 3-hvdiQxycotinine (ue/me Creatinine)_Analytical Lab: 1NBIFO 

Male 



Female 


Timepoint Statistic Smokers Non-Smokeis 

P-value" 

Smokers 

Non-Smokcre 

P-valuc a 


! 


Week I 

N 

3 

2 

0.1489 

3 

3 


MEAN, GEO MEAN 

3.071,2.875 

0.005.0.004 


7.072,5.849 

0.010,0.008 


SD. SE 

1.3316,0.7688 

0.0007,0.00C5 


5,5448,3.2013 

0 0074,0.0043 


MEDIAN 

2.936 

0.005 


4.310 

0.007 


MIN, MAX 

1.812,4.465 

0.004,0.005 


3.450, 13.455 

0 004,0.018 


5%, 95% 

1.812.4.465 

0.004.0.005 


3.450,13.455 

0.004,0.018 


ft of BLQ/ALQ Values 

Ml 

1/0 


010 

2/0 

Week 2 

N 

3 

3 

0.0765 

3 

2 


MEAN, GEO MEAN 

3.696,3.594 

0.004.0.004 


7.397,5.609 

0.004,0.003 


SD, SE 

1.0843.0.6260 

0.0012,0.0007 


68601,3.9607 

0.0021,0.0015 


MEDIAN 

3.464 

0.005 


4.065 

0.004 


MIN, MAX 

2.747,4.878 

0.003.0.005 


2.840, 15.287 

0.002, O.OOS 


5%, 95% 

2.747,4.878 

0.003,0.005 


2.840,15.287 

0.002.0.005 


# of BLQ/ALQ values 

0/0 

2/0 


0/0 

210 

Week 3 

N 

2 

3 

0.1489 

3 

2 


MEAN, GEO MEAN 

2.877, 2.748 

0.004, 0.004 


5 843,4.148 

0.004, 0.003 


SD, SE 

1.2028,0.8505 

0.0010, 0.0006 


5.9363,3.4273 

0.0021,0.0015 


MEDIAN 

2.877 

0.004 


2.945 

0.004 


MIN, MAX 

2.026,3.727 

0.003,0.005 


1.913,12,672 

0.002,0.005 


5%, 95% 

2.026, 3.727 

0.003, 0.005 


1.913,12.672 

0.002,0.005 


# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

2/0 

Overall’ 

N 

3 

3 

0.0809 

3 

3 


MEAN, GEO MEAN 

3.414,3.259 

0.004, 0.004 


6,771, 5222 

0.009,0.007 


SD, SE 

1.2389,07153 

0.0006, 0.0003 


6.1140,3.5299 

0.0079,0.004G 


MEDIAN 

3.376 

0.004 


3.773 

0.006 


MIN, MAX 

2,195, 4.672 

CI.IXW, 0.003 


2.734, 13.805 

0.003,0.018 


5%, 95% 

2.195,4.672 

0.004, 0.005 


2.734, 13.805 

0.003, 0.018 


0.0809 


0.14S9 


0.1489 


0.0809 


* P-value from Wilcoxon rank-sum lest. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification <e,g„ '<1.234' will be used as ‘1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


I 
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Biomarker: Total 3-byrtroxycotinine ((nmoL'mg CreaiiflineVcigarerte per day) _ Analytical Lab: 1NB1FQ 


Timepoint 

* 


Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1.285, 1.264 



1.726,1.334 




SD.SE 

0.2807, 0.1621 



1.5448, 0.8919 




MEDIAN 

1.273 



0.997 




MIN, MAX 

1.010. 1.571 



0.680,3.500 




5%, 95% 

1.010,1.571 



0.680.3.500 




M -of BLQ/ALQ Values 

0/0 



0/0 



week l 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1.445, 1.437 



2.747,2.180 




SD, SB 

0.1850,0.1068 



1.7536,1.0124 




MEDIAN 

1.429 



3.525 




MIN, MAX 

1.269,1.638 



0.739, 3.977 




5%, 95% 

1.269,1.638 



0.739,3.977 




If of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

1.687,1.685 



2.135,1.670 




SD, SE 

0.0997,0.0705 



1.4192,0.8194 




MEDIAN 

1.687 



2.554 




MIN, MAX 

1.616,1.757 



0.553,3.297 




5%, 95% 

1.616,1.757 



0.553, 3.297 




If of BLQ/ALQ Values 

0/0 



0/0 



Overall 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

1.412, 1.397 



2.202,1.834 




SD.SE 

0.2384,0.1376 



1.4147, 0.8168 




MEDIAN 

1.509 



2.253 




MIN, MAX 

1.140,1.586 



0.763, 3.591 




5%. 95% 

1.140,1.586 



0.763, 3.591 




NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

’ Overall vahies calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g.,’<1.234’will be used as T .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Total 3-hvdroxvcotiniiie (1 tre/tng Creatininel/cigaiette per day) Analytical Lab: fNBIFO _ 

Male _ _Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Not-S mokers 

P-value* 

Week 1 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

0.247, 0.243 



0.332,0.257 




SD, SE 

0.0540,0.0312 



0.2969,0.1714 




MEDIAN 

0.245 



0.192 




MIN. MAX 

0.194. 0.302 



0.131,0.673 




5%, 95% 

0.194,0.302 



0.131,0.673 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.278,0.276 



0.528,0.419 




SD, SE 

0.0356,0.0206 



0.3370,0.1946 




MEDIAN 

0.275 



0.678 




MIN, MAX 

0.244,0.315 



0.142,0.764 




5%. 95% 

0.244,0.315 



0.142.0.764 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

0.325,0.324 



0.4(0,0.321 




SD. SE 

0.0191,0.0135 



0.2731,0.1577 




MEDIAN 

0.325 



0.491 




MIN, MAX 

0.311,0.338 



0.106,0.634 




5%. 95% 

0.311,0.338 



0.106, 0.634 




ff of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

0.271,0.269 



0423,0.353 




SD. SE 

0.0459,0.0265 



0.2716,0.1568 




MEDIAN 

0.290 



0.433 




MIN. MAX 

0.219,0.305 



0.147,0.690 




5 %, 95% 

0.219,0.305 



0.147,0.690 




NOTE: Values listed were normalized by taking tbe original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey fnT the corresponding week. 


* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as'1,234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Bioroarker: Total 3-hvdroxycotinine (nmol / 1,1 Analytical Lab: INBIFQ 


Timepoint 



Male 


“ 

Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

3 

2 

0.1489 

3 

3 

0.0765 


MEAN, GEO MEAN 

19663,7,17523.9 

28.5, 23.5 


17857.8,17465 3 

21.9,18.5 



SD.SE 

9744.29, 5625.87 

22.70, 16.05 


4337.31,2504.15 

16.45, 9.50 



MEDIAN 

24995.6 

28.5 


20281.3 

12.4 



MIN. MAX 

8417.0,25578.5 

12.4,44.5 


12850.4, 20441 8 

12.4.40.9 



5%, 95% 

8417.0.255785 

12.4,44.5 


12850.4,20441.8 

12.4.40.9 



# of BLQ/ALQ values 

0/0 

1/0 


0/0 

2/0 


Week 2 

N 

3 

3 

0.0765 

3 

2 

0.1386 


MEAN, GEO MEAN 

22250.3,18298.4 

22.2,18.6 


17703.7,16917.1 

12.4,12.4 



SD, SE 

15078.23, 8705.42 

17.03,9.83 


5696.93, 386647 

0.00,0.00 



MEDIAN 

21500.8 

12.4 


15546.0 

12.4 



MIN, MAX 

7560.8,37689.3 

12.4,41.9 


12351.6,25213.5 

12.4.12.4 



5%, 95% 

7560.8.37689.3 

12.4,41.9 


12351.6,25213.5 

12.4,12.4 



# of BLQ/ALQ Values 

0/0 

210 


0/0 

2/0 


Week 3 

N 

2 

3 

0.1066 

3 

2 

0,1386 


MEAN, GEO MEAN 

9886.9, 8143.2 

12.4.12.4 


14951.2, 12532.8 

12.4,12.4 



SD.SE 

7929.50,5607.00 

■0.00,0.00 


11304 34,6526 57 

0.00,0.00 



MEDIAN 

9886.9 

12.4 


9437.8 

12.4 



MIN. MAX 

4279.9, 15493.9 

12.4,12.4 


7461.5,27954.4 

12.4,12.4 



5% 95% 

4279.9, 15493.9 

12.4,12.4 


7461.5,27954.4 

12.4.12.4 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

2/0 


Overall" 

N 

3 

3 

0.0765 

3 

3 

0.0765 


MEAN, GEO MEAN 

19683.3,16403.7 

19.2, 17.2 


16837.6, 16021.8 

21.9,18.5 



SD, SE 

12469.57,7199.31 

11.84,6.83 


6747.46, 3895.65 

16.45, 9.50 



MEDIAN 

20663.4 

12.4 


14023.6 

12.4 



MIN, MAX 

6/52.6, 31633.9 

12.4,32.9 


11952 6,24536.6 

12.4,40.9 



5 %, 95 % 

6752.6, 31633.9 

12.4,32.9 


11952.6,24536.6 

12.4,40.9 



’ P-value from Wilcoxon rank-sum lest. “ “ " 

Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the Bi-Q/ALQ values were converted to the limit 
of the quantification (e.g., Nl.234'will be used as '1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Total 3-bydroxycotinine (ng/mL) Analytical Lab: 1NBIFO 


Timepoint 



Male 



Female 

Non-Smokers 


Statistic 

Smokers 

Non-Smokers 

P-valuc' 

Smokers 

P-value’ 

Week 1 

N 

3 

2 

0.1489 

3 

3 

0.0765 


MEAN, GEO MEAN 

3779.4, 3363.1 

5.5,4.5 


3432.3,3356.8 

4.2, 3.6 



SD, SB 

1872.90, 1081.32 

4.38,3.10 


833.66,481.32 

3.18,1.83 



MEDIAN 

4804.2 

5.5 


3R9K.T 

2,4 



M[N, MAX 

1617,7, 4916.2 

2.4.86 


2469.8,3928.9 

2.4. 7.9 



5%, 95% 

1617.7,4916.2 

2.4,8.6 


2469.8,3928.9 

2.4, 7.9 



# of BLQ/ALQ Values 

0/0 

I/O 


0/0 

2/0 


Week 2 

N 

3 

3 

0.0765 

3 

2 

0.1386 


MEAN. GEO MEAN 

4276 5, 3517.0 

4.3,3.6 


3402.6,3251.4 

2.4,2.4 



SD. SE 

2898.04, 1673.18 

3.29,1.90 


1287.13, 743.12 

0.00,0.00 



MEDIAN 

4132.5 

2.4 


2987.9 

2.4 



MIN, MAX 

1453.2, 7243.9 

2.4,8.1 


2374.0,4846.0 

2.4,2.4 



5%, 95% 

1453.2, 7243.9 

2.4,8.1 


2374.0,4846.0 

2.4,2.4 



ft of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Week 3 

N 

2 

3 

0.1066 

3 

2 

0.1386 


MEAN, GEO MEAN 

1900.3. 1565.1 

2.4,2 4 


2873.6,2408.8 

24,2,4 



SD, SE 

1524.03, 1077.65 

0 - 00 , 0.00 


2172,69,1254,40 

0.00.0.00 



MEDIAN 

1900.3 

2.4 


1813.9 

2.4 



MIN, MAX 

822.6,2977.9 

2.4,24 


1434.1,5372.8 

2.4,2.4 



5%, 95% 

822.6,2977.9 

2.4,2.4 


1434.1,5372.8 

2.4,24 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

2/0 


Overall ’ 

N 

3 

3 

0.0765 

3 

3 

0 0765 


MEAN. GEO MEAN 

3783.1, 3152.8 

3.7, 3.3 


3236.2.3079.4 

4.2.36 



SD, SE 

2396.71, 1383.74 

2.31,1.33 


1296.85,748.73 

3.18,1.83 



MEDIAN 

3971.5 

2.4 


2695.3 

2.4 



MIN, MAX 

1297.8, 6080.1 

2.4, 6.4 


2297.3,4715.9 

2.4, 7.9 



5%, 95% 

1297.8, 6080.1 

2,4, 6.4 


2297.3,4715.9 

2.4, 7,9 



a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {eg., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values forthe overall statistics. 
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Biomarker: Total 3-hvdro<vcotininc ((nmol/Ll/cigarette per day) _ Analytical Lab: 1NB1FO 


Male_ _ Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, OEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

H of BLQ/ALQ Values 

3 

1532.6, 1481.2 

498.30, 287.69 

1402.8 

1112.1,2083.0 

1112.1,2083.0 

0/0 


NA 

3 

846.1,765.4 

398.93,230.32 

1022.1 

389.4,1126.7 

389.4,1126.7 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

1531.7, 1406.9 

672.63, 388.34 

1884.5 

756.1,1954.6 

756.1, 1954.6 

0/0 


NA 

3 

1489.8, 1263.6 
1006.44,581.07 

1260.7 

617.6.2591,0 

617.6,2591.0 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ff of BLQ/ALQ Values 

2 

1002.3,959.7 

408.64, 288.95 

1002.3 

713.3,1291.2 
713.3,1291.2 

0/0 


NA 

3 

1055.2. 969.5 

466.18, 269.15 

1243.6 

524.3,1397.7 

524.3, 1397.7 

0/0 


NA 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

min. max 

5%. 95% 

3 

1410.7. 1365.8 

415.42,240.42 

1498.3 

957.4, 1776.3 

957.4, 1776.3 


NA 

3 

1130.3,1093.1 

336.44,194.24 

1226.8 

756.2,1408.0 

756.2,1408.0 


NA 


NOTE: Values listed were normalized by taking the original btomarkerand dividing it by Ihe number of cigarettes found in question 4 of the weekly survey forthe corresponding week 


1 P-value front Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification fe.g., ’<1.234’ will be used as T.234Tforthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 222 of 264) 


Biomarier. Tola] 3-hydrnxvcotinine ((nt'/mLyriaarette per day) 

Analytical JLab: INBIFO 






Timepoint 



Male 



Female 



Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value a 


Week 1 

N 

3 


NA 

3 


NA 



MEAN, CEO MEAN 

294.6, 284,7 



162.6, 147.1 





SD.SE 

95.82.55.32 



76.70, 44.29 





MEDIAN 

269 6 



196.4 





MIN. MAX 

213.7.400,4 



74.8.216.6 





5%, 95% 

213.7,400.4 



74.8,216.6 





# of BLQ/ALQ Values 

0/0 



0/0 




Week 2 

N 

3 


NA 

3 


NA 



MEAN, GEO MEAN 

294.4, 270.4 



286.3, 242.9 





SD, SE 

129.30, 74.65 



193.45, 111.69 





MEDIAN 

362.2 



242.3 





MIN, MAX 

145.3, 375.7 



118.7,498.0 





5%, 95% 

145.3,375.7 



118.7,498.0 





9 of BLQ/ALQ Values 

0/0 



0/0 




Week 3 

N 

2 


NA 

3 


NA 



MEAN, GEO MEAN 

192.7, 184.5 



202.8, 186.3 





SD.SE 

78.56.55.55 



89.57,51.71 





MEDIAN 

192.7 



239.0 





MIN. MAX 

137.1,248.2 



100.8,268.6 





5%, 95% 

137.1.248.2 



100.8,268.6 





9 of BLQ/ALQ Values 

0/0 



0/0 




Overall* 

N 

3 


NA 

3 


NA 



MEAN. GEO MEAN 

271.1.262.5 



217.3,210.1 





SD, SE 

80.04,46.21 



64.62, 37.31 





MEDIAN 

288.0 



235.8 





MIN. MAX 

184.0.341.4 



145.4, 270.6 





5%, 95% 

184.0,341.4 



145.4. 270.6 





NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. f ’< 1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Becwcen Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(fage 223 of 264) 


Biomarker: Total Cotinine (nmol/24hr) 

Analytical Lab: INBIFO 









Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

MEAN. GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

20519.870, 14594.558 
15520,0834,8960.5243 
23030.245 
3897.624,34631.742 
3897.624,34631.742 

0/0 

4 

21.588, 20.493 
8.3176,4.1588 

19 360 

14.630,33.000 
14.630,33.000 

4/0 

0.0518 

3 

22557.729. 21545.646 
8433.2883,4868.9613 
20668.880 

15229.032,31775.275 

15229.032,31775.275 

0/0 

2 

24.244,21.582 

15.5186, 11.0440 

24.244 

13 200. 35.288 
13,200,35.288 

2/0 

0.1489 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

19603.498, 16623.663 

11343 7587, 6549.3222 
23208.990 

6895.195,28706.310 

6895.195,28706.310 

0/0 

4 

24.778,23.960 
7.3029,3.6514 

24.365 

18.480,31.900 

18.480,31.900 

4/0 

0.0497 

3 

24282.046, 23632.999 
6492.8975,3748,6761 
26974.030 

16876.134,28995.975 

16876.134,28995.975 

0/0 

3 

26.822,23,829 

13.6303. 7.8694 

31 625 

11.440,37.400 
11.440,37.400 

3/0 

0.0809 

Week 3 

N 

MEAN, GEO MEAN 
SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

K of BLQ/ALQ Values 

2 

16931.545,8752.583 
20497.2932,14493.7750 
16931.545 

2437.770,31425.320 

2437.770, 31425.320 

0/0 

4 

26.604,26.029 

6.2922.3.1461 

27.302 

19.800,32.010 

19.800,32.010 

4/0 

0.1052 

3 

19312.086, 18375.629 
6996.4999,4039.4311 
20410.460 

11831.363, 25694,435 
11831.363,25694,435 

0/0 

3 

16.903, 16.673 

3 4686 ,1 0026 

16.170 

13.860, 20.680 

13.860, 20,680 

3/0 

0.0809 

Overall* 

i 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

19705.868. 14767,918 
13906.6776, 8029.0241 
23119.618 
4410.196,31587.791 
4410.196,31587.791 

4 

24.323.23.769 

6.0605,3.0302 

23.467 

18.605,31.753 

18.605,31.753 

0.0518 

3 

22050.621.21234.978 

7109.4152,4104.6228 

22684.457 

14645.510,28821.895 

14645.510,28821.895 

4 

22.875,21.190 

9.9295,4.9647 

22.605 

12.833,33.457 

12.833,33.457 

0.0518 


1 P-value from Wilcoxon rank-sum test. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, '<l.234’wiilbeused as ’1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers attd Non-Smokers by Gender of 24-Huur Urine Bioinarkcrs of Exposure by Timcpoint and Overall 

(Page 224 of 264) 


Biomarker: Total Cotinine (uc/24hri Analytical Lab: [NBIFO 




Male 



Female 


Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

3615.601,2571.561 
2734.6389,1578 8445 
4057.929 

686.761.6102.113 

686.761.6102.113 

0/0 

4 

3.804. 3.611 

1.4656, 0.7328 

3.412 

2.578,5.815 

2.578,5.815 

4/0 

0.0518 

3 

3974.672. 3796.343 
1485.9453,857 9109 
3641.857 

2683.3S5,5598.803 
2683.355, 5598.803 

0/0 

2 

4.272. 3.803 

2.7521, 1.9460 

4.272 

2.326.6.218 

2.325.6.218 

2/0 

0.1489 

Week 2 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

3454.136,2929.089 
1998.7706,1153 9907 
4089.424 

1214.933,5058.052 

1214.933.5058.052 

cm 

4 

4.366.4.222 

1.2869,0.6435 

4293 

3.256, 5.621 

3,256,5.621 

4/0 

0.0497 

.7 

4278.497,4164.135 

1144.0485,660.5167 

4752.824 

2973.575,5109.091 
2973.575, 5109.091 

0/0 

3 

4.726, 4,199 

2.4015, 1.3865 

5.572 

2.016,6.590 

2.016, 6.590 

3/0 

0.0809 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

2983.338.1542.205 

3611.6228,2553.8030 
2983.338 
429.535,5537.141 

429.535. 5537.141 

0/0 

4 

4.688,4 586 

1.1087, 0.5544 

4 811 

3.489, 5.640 

3.489, 5.64U 

4/0 

0.1052 

3 

3402.789, 3237.786 
1232.7832,711.7477 
3596.323 

2084.686.4527.359 

2084.686.4527.359 

0/0 

3 

2.978, 2.938 

0.6113.0 3530 

2.849 

2.442.3.644 

2.442.3.644 

3/0 

0.0809 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

3 

3472.174.2602.107 
2450.3570.1414.7143 
4073.677 

777.076, 5565.769 

777.076, 5565,769 

4 

4.286,4.188 
1.0681,0.5341 

4.135 

3.278, 5.595 

3.278, 5.595 

0.0518 

3 

3885.319.3741.603 

1252.6789,723.2345 

3997,001 

2580.539,5078.418 

2580.539,5078.418 

4 

4.031.3.734 

1.7497, 0.8748 

3.983 

2.261,5.895 

2.261,5.895 

0.0518 


a P-value from Wilcoxor) rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as f l .234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values foT the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gentler of 24-1 lour Urine Biomarkcrs of Exposure by Time point and Overall 

(Page 225 of 264) 


Biomarker: Total Cotinine((nmoli24hr)/cigarctteperday) Analytical Lab: INB1F0 


Male _ _Female 


TimeDOint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN. GEO MEAN 
SD,SE 

MEDIAN 

MIN. MAX 

5% 95% 

# of BLQ/ALQ Values 

3 

1512.299,1233.590 
1202.5689, 6943035 
1001.315 

649.604.2885.979 

649.604.2885.979 

0/0 


NA 

3 

947.463,944,251 
94.6409,54.6410 

962.887 

846.057,1033.444 

846.057, 1033.444 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

n ofBLQ/ALQ Values 

3 

1486.545, 1278.162 
1000.7461.577.7810 
1160.450 

689.520,2609.665 

689.520, 2609.665 

0/0 


NA 

3 

2341.724, 1765.151 
2171.9375.1253.9687 
1348.702 

843.807,4832.663 

843.807,4832.663 

0/0 


NA 

Week3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

2 

1512.536,1031.502 
1564.4510,1105.2410 
1512.536 

406.295.2618.777 

4062295.2618.777 

0/0 


NA 

3 

1986.742.1421.535 

1996 3 809, 1152.6111 
1020.523 

657.298.4282.406 

657.298.4282.406 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MEN, MAX 

5%, 95% 

3 

1455.832, 1193.707 

1110.0556, 640.8909 
1080.883 

581.806,2704.807 

581.806, 2704.807 


NA 

3 

1758.643, 1439.209 
1397.3439, 806.7569 
1134.223 

782.387,3359.319 
782.387,3359 319 


NA 


NOTE: Values listed were normalized by taking the original biomatker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<|.234’will be used as 1.234”) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Detween Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

(Page 226 of 264) 


Biomarker: Tout Colinine U uil^+hrVcicaretie per davl Analytical Lab: INBIF0 

Male 

- ■ ■ 

. -.- ■ ■ ■ 

Female 

— 

■ — 

Timeooinl Statistic Smokers Non-Smokers 

P-value“ 

Smokers 

Non-Smokers 

P value 1 



Week i N 

3 

NA 

3 

NA 

MEAN, GEO MEAN 

266.467.217.358 


166.943, 166.377 


SD, SE 

211.8924. 122.3361 


16.6760,9.6279 


MEDIAN 

176.432 


169.661 


MIN, MAX 

I (4.460,508.509 


149.075, 182.093 


5%, 95% 

114.460.508.509 


149 075,182.093 


# of BLQ/ALQ Values 

0/0 


0/0 


Week 2 N 

3 

NA 

3 

NA 

MEAN, GEO MEAN 

261.929,225.212 


412.612,311.020 


SD, SE 

1763317, 101.8051 


382.6953,220.9492 


MEDIAN 

204.471 


237.641 


MIN. MAX 

121.493.459.823 


148.679,851.515 


5%, 95% 

121.493,459.823 


148.679,851.515 


#of BLQ/ALQ Values 

0/0 


0/0 


Week 3 N 

2 

NA 

3 

NA 

MEAN, GEO MEAN 

266.509, 181.750 


350.064.250.475 


SD, SE 

275.6578. 194.9195 


351.7624,203.0901 


MEDIAN 

266.509 


179.816 


MIN, MAX 

71.589,461.428 


115.816,754.560 


5%, 95% 

71.589, 461.428 


115.816,754.560 


# of BLQ/ALQ Values 

0/0 


0/0 


Overall’ N 

3 

NA 

3 

NA 

MEAN, GEO MEAN 

256.518, 210.331 


309.873,253.589 


SD, SE 

195.5918, 112.9250 


246.21 19,142.1505 


MEDIAN 

190.452 


199,850 


MIN, MAX 

102.514,476.587 


137.857,591.912 


5%, 95% 

102.514,476.587 


137.857,591.912 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<! .234* will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Cuniparisun Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepointand Overall 

(Page 227 of 264) 


Rinmarlrer- Tntal G/Birine rnmol/mr> Creslininel Analytical Lab: INB1FO 

Timepoint 

Statistic 


Male 



Female 


Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 

4 

0.0518 

3 

2 

0.1489 


MEAN, GEO MEAN 

13.511.10.0(8 

0.011,0.010 


18.355, 16.426 

0.026, 0.024 



SD.SE 

10,5711,6.1032 

0.0048, 0.0024 


8.9922, 5.1917 

0.0120, 0.0085 



MEDIAN 

12.992 

0.011 


22.634 

0.026 



MIN, MAX 

3.209,24.332 

0.006,0.017 


8.022,24.408 

0.017, 0.034 



5%, 95% 

3.209,24,332 

0.006,0.017 


8.022,24.408 

0.017, 0.034 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

2/0 


week 2 

N 

3 

4 

0.0518 

3 

3 

0.0809 


MEAN, GEO MEAN 

16.083,14M0 

0.014, 0.013 


18.664, 17.252 

0.023, 0 020 



SD.SE 

9.3691,5.4093 

0.0066,0.0033 


8.6313.4.9833 

0.0145, 0.0084 



MEDIAN 

15.174 

0.014 


18.349 

0.023 



MIN, MAX 

7.201,25.873 

0.007,0.023 


10.195,27.449 

0.009, 0.038 



5%, 95% 

7.201,25.873 

0.007,0.023 


10.195, 27.449 

0.009, 0.038 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

3/0 


Week 3 

N 

2 

4 

0.1052 

3 

3 

00809 


MEAN. GEO MEAN 

14.863,10.507 

0.018,0.017 


17.379,15.650 

0.018,0.017 



SD.SE 

14.8662,10.5120 

0.0050,0.0025 


8.5251,4.9219 

0.0064, 0.0037 



MEDIAN 

14.863 

0.018 


19.648 

0.021 



MIN, MAX 

4.351,25.375 

0.013,0.023 


7.949, 24.540 

0.011,0.023 



5%, 95% 

4.351,25.375 

0.013,0.023 


7.949,24.540 

0.011,0.023 



it of BLQ/ALQ Values 

0/0 

4/0 


0/0 

.3/0 


Overall* 

N 

3 

4 

0.0497 

3 

4 

0.0518 


MEAN. GEO MEAN 

14.732,12.041 

0.015,0.014 


18.133,16.559 

0.024,0.022 



SD.SE 

10 1521,5 8613 

0.0043,0.0021 


8.2106,4.7404 

0.0083, 0.0041 



MEDIAN 

14.083 

0 016 


21.841 

0.026 



MIN, MAX 

4.920.25,193 

0.009,0.U1S 


8.722,23.535 

0.012,0.030 



5%, 95% 

4.920,25.193 

0.009,0.018 


8.722,23.83S 

0.012, 0.030 



a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., ’<1.234’will be used as '’1,234’) for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkera of Exposure by Tiniepoim and Overall 

(Page 228 of 264) 


Biomaiker: Total Colinme (ue/mg Creatinine) Analytical Lab; INBIFO 


Timenoinl 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

3 

4 

0.0497 

3 

2 

0.1489 


MEAN, GEO MEAN 

2.380, 1,770 

0.002,0.002 


3.234, 2.894 

0.005,0.004 



SD, SE 

1.8627, 1.0754 

0.0008,0.0004 


1.5848, 0.9150 

0.0021.0.0015 



MEDIAN 

2.289 

0.002 


3.988 

0.005 



MIN, MAX 

0.56.6.4,287 

0.001,0.003 


1 413,4301 

0.003, 0.006 



5%. 95% 

0.565.4.287 

0.001.0.003 


1.413,4.301 

0.003. 0.006 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

2/0 


Week 2 

N 

3 

4 

0.0497 

3 

3 

0.0809 


MEAN, GEO MEAN 

2.834,2.492 

0.002,0.002 


3.289, 3.040 

0.004, 0.004 



SD, SE 

1.6508,0.9531 

0 0013,0.0006 


1.5213,0.8783 

0.0025,0.0015 



MEDIAN 

2.674 

0.002 


3,233 

0.004 



MIN. MAX 

1.269.4.559 

0.001,0.004 


1.796.4.837 

0.002,0.007 



5%, 95% 

1.269,4.559 

0.001,0.004 


1.796,4.837 

0.002,0.007 



V of BLQ/ALQ Values 

0/0 

4/0 


0/0 

3/0 


Week 3 

N 

2 

A 

0.0952 

3 

3 

0.0765 


MEAN, GEO MEAN 

2.619, 1.852 

0.003,0.003 


3.062,2.758 

O.fXK, 0.003 



SD, SE 

2.6191, 1.8520 

0.0012.0.0006 


1.5019,0.8671 

0.0012,0.0007 



MEDIAN 

2.619 

0.003 


3.462 

0.004 



MIN, MAX 

0.767,4.471 

0.002,0.004 


1.401,4.324 

0.002,0.004 



5%. 95% 

0.767,4.471 

0.002, 0.004 


1.401,4.324 

0.002,0.004 



U of BLQ/ALQ Values 

0/0 

4/0 


0/0 

3/0 


Overall* 

N 

3 

4 

0.0518 

3 

4 

0.0518 


MEAN. GEO MEAN 

2.596,2.122 

0.002, 0.002 


3.195, 2.918 

0.004.0.004 



SD, SE 

1.7887, 1.0327 

0.0010, 0.0005 


1.4466, 0.8352 

0.0017,0.0009 



MEDIAN 

2.482 

0.003 


3.848 

0.005 



MLN, MAX 

0.867,4.439 

0.001,0.003 


1.537, 4.2UO 

0.002,0.006 



5%, 95% 

0.867,4.439 

0.001,0.003 


1.537, 4.200 

0.002, 0.006 



* P-va!ue from Wilcoxon rank-sum test 

4 Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, '<1.234' will be used as '1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcre of Exposure by Timcpoint and Overall 

(Page 220 of 264) 


Biomarker: Total Cotinine ffnmol/mg CreatinineVciaarcttc per day) 


Analytical Lab; 1NB1FO 
Male 


Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

No n-S lookers 

P-value* 

week l 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

1.043,0.849 

0.8535, 0.4927 

0.565 

0.535, 2.028 

0.535,2.028 

0/0 


NA 

3 

0.784, 0.720 

0.3962, 0.2287 

0.686 

0.446. 1.220 

0-446, 1.220 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

1.277, 1.087 
0.9312,0.5376 

0.759 

0.720,2.352 

0.720,2.352 

0/0 


NA 

3 

1.647, 1.289 

1.2960. 0.7483 

1.372 

0.510,3.058 

0.510,3.058 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

P of BLQ/ALQ Values 

2 

1.420, 1.238 
0.9829,0.6950 

1.420 

0.725,2.115 

0.725,2.115 

0/0 


NA 

3 

1.838. 1.211 

1.9689, 1.1367 

0.9B2 

0.442, 4.090 

0.442, 4.090 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

1.162,0.982 

0,8683,0,5013 

0.662 

0.600,2.165 

0.660,2.165 


NA 

3 

1.423, 1.132 

1.0911,0.6299 

1.191 

0.406, 2.611 

0.466, 2.611 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-vahre from Wilccxnn rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., M 1.234’ will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall slat istics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkerc of Exposure by Timepoint and Overall 

( Page 230 of264) 


Biomarker: Total Cotinine ({ug/mg C realm ineycigarene per day) _ Analytical Lab: INBIFO 


Male _ _ Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Smokers 

Non-Smokers 

P-value' 

Week I 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.184.0.150 



0.138, 0.127 




SD, SE 

0.1501,0.0867 



0.0696, 0.0402 




MEDIAN 

0.100 



0.121 




MIN. MAX 

0.094.0.357 



0.079, 0.215 




5%, 95% 

0.094,0.357 



0.079, 0.215 




# of BLQ/ALQ Values 

(1/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.225,0.192 



0.290, 0.227 




SD, SE 

0.1637,0.0945 



0.2284,0.1318 




MEDIAN 

0.134 



0.242 




MIN, MAX 

0.127,0.414 



0.090,0.539 




5%. 95% 

0.127,0.414 



0.090.0 539 




It of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

0.251,0.219 



0.324, 0.213 




SD. SE 

0.1732.0.1225 



0.3471.0.2004 




MEDIAN 

0.251 



0.173 




MIN, MAX 

0.128,0.373 



0.078,0.721 




5%. 95% 

0.128.0.373 



0.078,0 721 




tt of BLQ/ALQ Values 

0/0 



o/u 



Overall* 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

0.205.0.173 



0251.0.199 




SD, SE 

0.1527,0.0882 



0.1923, 0.1110 




MEDIAN 

0.117 



0.210 




MIN. MAX 

0.116,0.381 



0.082, 0.460 




5%, 95% 

0.116, 0.381 



0.082, 0.460 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by die number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

3 P-value from Wilccxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *< 1.234' will be used as T.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 142 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biortwkers of Exposure by Timepoint and Overall 

(Page 231 of2M) 


Binmarlier Total Colinine tnmoL'L) Analytical Lab: INBIFO 

Timepoim 

Statistic 


Male 



Female 


Smokcn 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 

4 

0.0319 

3 

2 

0.1.386 


MEAN. GEO MEAN 

18992.3, 11773.2 

11.0. 11.0 


9720.5,9427.6 

11.0, 11.0 



SD, SE 

18911.26,10918.42 

0.00,0.00 


2975.82,1718.09 

0.00, 0.00 



MEDIAN 

14304 5 

11.0 


9064.9 

11.0 



MIN. MAX 

2865.9, .39806.6 

11.0, 11.0 


7127.2.12969.5 

n.o, n.o 



5%, 95% 

2865.9,39806,6 

11.0, 11.0 


7127 2,12969.5 

11.0,11.0 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

2/0 


Week 2 

N 

3 

4 

0.0319 

3 

3 

0.0636 


MEAN, GEO MEAN 

19069.8, 13837.6 

11.0, 11.0 


10237.0,10000.7 

11.0,11.0 



SD, SE 

1.3857 21. 8000 46 

0 00,0.00 


2815.53, 1625.55 

0.00. 0.00 



MEDIAN 

22533.0 

11.0 


8701.3 

11.0 



MIN, MAX 

3809.5.30867.0 

11.0, 11.0 


8523.3,13486.5 

11.0, 11.0 



5%,95% 

3809.5.30867.0 

11.0,11.0 


8523.3,13486.5 

11.0, 11,0 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

3/D 


Week 3 

N 

2 

4 

0.0552 

3 

3 

0.06.36 


MEAN. GEO MEAN 

11020.5, 5984 5 

11.1), 11.0 


9272.5.9086.7 

11.0.11.0 



SD. SE 

13087.06,9253.95 

0.00,0.00 


2353.34, 1358.70 

0.00, 0.00 



MEDIAN 

11020.5 

11.0 


8.330.8 

11.0 



MIN, MAX 

1766.5,20274.4 

11.0, 11.0 


7535.9, 1 1950.9 

11.0,11.0 



5%. 95% 

1766.5,20274.4 

11.0, 11.0 


7535.9, 11950.9 

11.0, 11.0 



# of B LQ/ALQ Values 

0/0 

4/0 


0/0 

3/0 


Overall* 

N 

3 

4 

0.0319 

3 

4 

0.0319 


MEAN, GEO MEAN 

17182.9, 11625.7 

no. i l.o 


9743.4.9522.3 

n.o. ii.o 



SD, SE 

13792.59,7963.16 

0-00,0-00 


2653.99,1532.28 

0.00,0.00 



MEDIAN 

18418.8 

11.0 


8.374.7 

n.o 



MIN, MAX 

2814.0,30316.0 

11.0,11.0 


8053.1, 12802.3 

n.o, no 



5%, 95% 

2814.1), 30316.0 

n.o, ii.o 


8053.1, 12802.3 

11.0, 11.0 



" P-value from Wilcoxon rank-sum test 

' Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.23 4'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14,2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 232 oP264) 


Biomarker: Total Cotinine (ng/mL) Analytical Lab: IN81FO 




Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 2 

Week I N 

3 

4 

0.0319 

3 

2 

0.1356 

MEAN, GEO MEAN 

3346.5,2074.5 

1.9. 1.9 


1712.7, 1661.1 

1.9, 1.9 


SD, SE 

3332.13,1923.81 

0.00,0.00 


524.33, 302.72 

0.00. 0.00 


MEDIAN 

2520.5 

1.9 


1597.2 

19 


MrN. MAX 

505.0,7013.9 

1.9, 1.9 


1255.8.2285.2 

1.9, 1.9 


5%, 95% 

505.0,7013.9 

19,1.9 


1255.8,2285.2 

1.9, 1.9 


# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

2/0 


week 2 N 

3 

4 

0.0319 

3 

3 

0.0636 

MEAN, GEO MEAN 

3360.1,2438.1 

1.9, 1.9 


1803.8, 1762.1 

1.9, 1.9 


SD, SE 

2441.67,1409.70 

0.00,0.00 


496 08,186.41 

0.00, 0.00 


MEDIAN 

3970.3 

1.9 


1533.2 

1.9 


min, max 

671.2,5438.8 

1.9, 1.9 


1501.8,2376.3 

1.9, 1.9 


5%, 95% 

671.2,5438.8 

1.9,1.9 


1501.8.2376.3 

1.9. 1.9 


# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

3/0 


Week 3 N 

2 

4 

0,0552 

3 

3 

0.0636 

MEAN, GEO MEAN 

1941.8, 1054.5 

1.9,1.9 


1633 8, 1601.1 

1.9, 1.9 


SD, SE 

2305 88. 1630.50 

0.00,0.00 


414.64. 239.39 

0.00, 0.00 


MEDIAN 

1941.8 

1.9 


1467.9 

1.9 


MIN, MAX 

311.3,3572.3 

1.9,1 9 


1327.8,2105.7 

1.9, 1.9 


5%, 95% 

311.3,3572.3 

1.9,1.9 


1327.8.2105.7 

1.9, 1.9 


if of BLQ/ALQ Values 

0/0 

4/0 


0/0 

3/0 


Overall* N 

3 

4 

0.0319 

3 

4 

0.0319 

MEAN. GEO MEAN 

3027.6,2048 4 

1.9.1.9 


1716,8.1677.8 

1.9, 1.9 


SD, SE 

2430.28,1403.12 

0.00,0.00 


467.59.269.96 

0.00, 0.00 


MEDIAN 

3245.4 

1.9 


1475.6 

1.9 


MIN, MAX 

495.8,5341.7 

1.9,1.9 


1419.0,2255.7 

1.9, 1.9 


5%, 95% 

495.8, 5341.7 

1.9,1.9 


1419.0, 2255.7 

1.9, 1.9 



‘ P-value from Wilcoaoti rank-sum test. 

" Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs nut apply as the BLQ/ALQ values were convened to the limit 
of the quantification (eg., ’<1.234’will be used as ’1.2341 for the averages across visits within a subject ihus eliminating all BLO/ALQ values for the overall statistics. 
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Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 233 of 264) 


Biomarker: Total Cbtinine (fnmol/Lycisarerte per day) Analytical Lab: INBIFO 

Timeooint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value” 

Smokers 

Non-Smokers 

P-value* 

week! 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1472.3, 995.1 



417.7,413.2 




SD, SE 

1599.39, 923.41 



76.64.44.25 




MEDIAN 

621.9 



mo 




MIN, MAX 

477.7.3317.2 



356.4, 503.6 




5%, 95% 

477.7,3317.2 



356.4, 503.6 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1437.9, 1064.0 



1036.4, 747.0 




SD. SE 

1242.15,717.15 



1049.14, 605.72 




MEDIAN 

1126.7 



435.1 




MW, MAX 

3S1.0,2806 1 



426.2,2247.8 




5%. 95% 

381.0,2806.1 



426.2,2247.8 




U of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

992.0, 705.3 



942.3, 702.9 




SD. SE 

986.48, 697.55 



908.87, 524.73 




MEDIAN 

992.0 



418.7 




MW, MAX 

294.4, 1689.5 



416.5.1991.8 




5%. 95% 

294.4.1689.5 



416.5,1991.8 




n of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1287.7. 956.6 



798.8, 653.8 




SD, SE 

1166.25,673.34 



645.96, 372.94 




MEDIAN 

874.3 



449.5 




MIN, MAX 

384.4, 2604.3 



402.7,1544.2 




5%, 95% 

384.4, 2604.3 



402.7, 1544.2 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wifcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply sis the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as *1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Unite Biomarkers of Exposure by Timepcint and Overall 

(Page 234 of 264) 


Btomacker: Total Cotinine C(n£/niL)/ciRa.rette per day) Analytical Lab: INBIFO 

Timepoint 


Male 



Female 


Statistic 

Smokers Non-Smokers P-value* 

Smokere 

Non-Smokers 

P-value' 

Week I 

N 

3 

NA 

3 


NA 


MEAN. CEO MEAN 

259,4, 175.4 


73.6,72.8 




SD, SE 

281.80, 162.70 


13.49, 7.79 




MEDIAN 

109.6 


692 




MIN, MAX 

84.2,584.5 


62.8,88.7 




5%, 95% 

84.2.584,5 


62.8,88.7 




# of BLQ/ALQ Values 

0/0 


0/0 



Week 2 

N 

3 

NA 

3 


NA 


MEAN, GEO MEAN 

253.3, 187.4 


182.6,131.6 




SD, SE 

218.86, 126.36 


184.87, 106 73 




MEDIAN 

198.5 


76.7 




MIN, MAX 

67.1,494.4 


75.1,396.1 




5%. 95% 

67.1,494.4 


75.1,396.1 




# of BLQ/ALQ Values 

0/0 


0/0 



Week 3 

N 

2 

NA 

3 


NA 


MRAN.GROMFAN 

174.8, 124.3 


166 1.1239 




SD, SE 

173.81,122.90 


160.16,92.47 




MEDIAN 

174.8 


73.8 




MIN, MAX 

51.9,297.7 


73.4. 351.0 




5%, 95% 

51.9, 297.7 


73.4,351.0 




#uf BLQ/ALQ VhIucs 

0/0 


0/0 



Overall* 

N 

3 

NA 

3 


NA 


MEAN, GEO MEAN 

226.9,168.5 


140.8, 115.2 




SD. SE 

205.51,11865 


113.81,65.71 




MEDIAN 

154.1 


79.2 




MIN, MAX 

67.7,458.9 


71.0, 272.1 




5%, 95% 

67.7,458.9 


71.0, 272.1 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values 
of the quantification (eg., ’<1.234’will be used as T 234*f for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 

were converted to the limit 
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Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokcre by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 235 of264) 


Biomarker: Total Nicotine (nmol/24hr) 

Analytical Lab: 1NBIFO 









Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week I 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

18044.438, 14878.493 
10825.1649,6240.9118 
23200.422 

5605.1M. 25327.788 
5605.104.25327.788 

0/0 

1 

38.100,38.100 

NA.NA 

38.100 

38 100,38.100 

NA.NA 

1/0 

NA 

3 

6635.728,8049.119 

4082.2773,2356.9039 

7159.230 

5497.128,13250.825 
5497.128. 13250.825 

0/0 

2 

27.991,24.918 

18.0326,12.7510 

27.991 

15.240.40.742 

15.240.40.742 

2/0 

0.1489 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

13631.052, 12261.172 
6848.8611,3954.1918 
14725.704 

6300.791.19866.660 

6300.791, 19866.660 

0/0 

2 

35.878,35.865 

1.3470,0.9525 

35.878 

34.925,36.830 

34.925,36.830 

2/0 

0.1489 

3 

11106.904.10275.592 

5507.3989,3179.6983 

9159.570 

6837.732, 17323.410 
6837.732, 17323.410 
(VO 

3 

43.690,43.268 

7.4446,4.2981 

43.180 

36.513,51.376 

36.513,51.376 

2/0 

0.0809 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

« of BLQ/ALQ Values 

2 

8440238, 6209.580 
8084.3971,5716.5320 

8440.238 

2723.706, 14156.770 

2723.706, 14156.770 

0/0 

4 

30.715,30.052 

7.2646, 3.6323 

31.522 

22.860, 36.957 

22.860,36.957 

4/0 

0.1052 

3 

10011.533,9589.062 

3639.1714,2101.0766 

9143.680 

6884.745,14006.175 
6884.745, 14006.175 

0/0 

3 

26.839.24.948 

12.5835, 7.2651 

23.876 

16.002,40.640 

16.002,40.640 

3/0 

0.0809 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

14541.112, 12230.458 
8379.8227,4838.0929 

18963.963 

4876.534, 19/83.739 

4876.534, 19783.739 

4 

30.641,29.992 

7.1809,3.5904 

31.437 

22.869, 36.830 

22,860, 36.830 

0.0518 

3 

9918.055,9370,867 

4289.5139,2476.6098 

7734.515 

7159.513. 14860.137 

7159 513,14860137 

3 

33.455,33.106 
5.8798,3.3947 

33.528 

27.539, 39.298 

27.539, 39 298 

O.OR09 


1 P-vatue from Wilcoxon tank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 .234’wilt be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table [4X2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Mour Urine B in markers of Exposure by Timepoint and Overall 

(Page 236of264) 


Biumarker: Total Nicotine (uc/24hr) Analytical Lab: 1NB1FO 


Timepoint 



Male 



Female 


—- 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 


P-valtK* 

—--- 

Week 1 

N 

MEAN, GEO MEAN 

SD, SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

4 of BLQ/ALQ Values 

3 

2926.808, 2413.292 
1755.8415, 1013.7356 
3763.108 

909.148.4108.167 

909.148.4108.167 

0/0 

i 

6.180, 6.180 

NA,NA 

6.180 

6.180,6.180 

NA.NA 

1/0 

NA 

3 

1400.715,1305.567 
662.1456,382.2899 
1161.227 

891.634.2149.284 

891.634.2149.284 

0/0 

2 

4.540.4.042 

2.9246,2.0680 

4.540 

2 472. 6.608 

2,472, 6.608 

2/0 

0.1489 


Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

2210.956. 1988.762 
1110.8853.641.3699 
2388509 

1021.988,3222.372 
1021.988,3222.372 

0/0 

2 

5.820,5.817 

0.2185,0.1 S45 

5.820 

5.665,5.974 

5.665,5.974 

2/0 

0.14S9 

3 

1801 540.1666.701 
893.3001,515.7471 
1485.682 

1109.080,2809.857 

1109.080,2809.857 

0/0 

3 

7.086, 7.018 
1.2076,0.6972 

7.004 

5.922.8.333 

5.922, 8.333 

2/0 

0.0809 


Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MEN, MAX 

5%. 95% 

P of BLQ/ALQ Values 

2 

1369.007, 1007.194 
1311.2892,927.2215 
1369.007 

441.785,2296.228 

441.785,2296.228 

0/0 

4 

4.982,4.874 
1.1782,0.5891 

5.113 

3.708, 5.994 

3.708, 5.994 

4/0 

0.1052 

3 

1623.871, 1555.346 
590.2737,340.7947 
1483.105 

1116.706,2271.802 

1116.706,2271.802 

0/0 

3 

4.354, 4.047 

2.0409, 1.1783 

3.873 

2.596,6.592 

2.596,6.592 

3/0 

0.0809 


Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

2358.568, 1983.780 
1359.2070.784.7385 
3075.809 

790.974, 3208.922 

790.974, 3208.922 

4 

4.970,4.865 
1.1646,0.5823 

5.099 

3.708, 5.974 

3.708, 5.974 

0.0518 

3 

1608.708, 1519.955 
695.7753,401.7061 
1254.538 

1161.273,2410.314 
1161.273, 2410.314 

3 

5.427, 5.370 
0.9536.0.5505 

5.439 

4.467.6.374 

4.467.6.374 

0.0809 



” P-value from W ilcoxon rank-sum test. “ " — ——-—- 

' Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by TtillCpunU and Overall 

(Page 237 of 264) 


Btomarker: Total Nicotine ((nmol/24hrVcieareite per day) Analytical Lab: INBIFO 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Noit-Smokeis 

P-va!ue‘ 

Smokers 

Non-Smokers 

P~value‘ 

Week I 

N 

MEAN. GEO MEAN 
SD.SE 

MEDtAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

1351.182,1257.589 
658.7723, 380.3423 
1008.714 

934.184,2110.549 

934.184,2110.549 

0/0 


NA 

3 

354.960, 352.758 
48.1420.27.7948 

357.962 

305.396,401.540 

305.396,401.540 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

1057.475, 942.738 
650.4652,375.5462 

736.285 

630.079,1806.060 

630.079, 1806.060 

0/0 


NA 

3 

1 229.034,767.485 
1437.2171,829.7777 
457.979 

341.887,2887.235 

341.887,2887.235 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 
median 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

2 

816.841, 731.806 
513.2040,362.8900 

816.841 

453.951, 1179.731 

453.951, 1179.731 

0/0 


NA 

3 

1062.194,741.808 

1104.7686,637.8384 

507.982 

344.237,2334.363 

344.237, 2334.363 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

1081.350,999.046 

543.9865,314.0708 

872.500 

672.738, 1698.813 

672.738,1698.813 


NA 

3 

882.064,653.542 
859.3701.496.1576 

386.726 

385.088, 1874.379 

385.0SS, 1874.379 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wiicoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 .234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-1 lour Urine Biomarkers of Exposure by Tjmepoint and Overall 

(Page 238 of264) 


Biomarker: Total Nicotine ((g£/24hr)/ciRarette perday) Analytical Lab: TNBIFO 

Male 



Female 


Timepoint Statistic Smokers Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 


Week I 

N 

3 

NA 

3 

NA 


MEAN. GEO MEAN 

219.162,203.981 


57.575, 57.217 



SD, SE 

106.8527,61.6914 


7.8088, 4.5084 



MEDIAN 

163.613 


58.061 



MIN, MAX 

151.525,342.347 


49.535,65.130 



5%. 95% 

151.525,342.347 


49.535,65.130 



# of BLQ/ALQ Values 

C/0 


0/0 


Week 2 

N 

3 

NA 

3 

NA 


MEAN, GEO MEAN 

171.522, 152.912 


199.349, 124.486 



SD, SE 

105.5055,60.9136 


233.1170,134 5901 



MEDIAN 

119.425 


74.234 



MIN, MAX 

102.199,292.943 


55.454,468.310 



5%. 95% 

102.199,292.943 


55.454.468.310 



tt of BLQ/ALQ Values 

0/0 


0/0 


Week 3 

N 

2 

NA 

3 

NA 


MEAN, GF.O MEAN 

132.492, 118,699 


172 28R, 120.321 



SD, SE 

83.2413, 58.8605 


179.1936,103.4575 



MEDIAN 

132492 


82.395 



MIN, MAX 

73.631,191.352 


55.835,378.634 



5%, 95% 

73.631,191,352 


55.835,376.634 



U of BLQ/ALQ Values 

0/0 


0/0 


Overall' 

N 

3 

NA 

3 

NA 


MEAN, GEO MEAN 

175.395,162.045 


143.071,106.004 



SD, SE 

88.2345, 50.9422 


139.3903, 80.4770 



MEDIAN 

141.519 


62.727 



MIN, MAX 

1U9.IIS, 275.547 


62.461, 304.025 



5%, 95% 

109.118,275.547 


62.461, 304.025 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found 

in question 4 of the 

weekly survey for the corresponding week. 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoinl and Overall 

{Page 239 of 264) 


Biomarker: Total Nicotine fnmoLtnn Creatinine - ) Analytical Lab: INBIFO 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 

i 

NA 

3 

2 

0,1489 


MEAN, GEO MEAN 

11.833,10.243 

0.015,0.015 


6.930,6.137 

0.029, 0.027 



SD,SE 

6.6791,3.8562 

NA, NA 


3.5278,2.0368 

0.0141,0.0100 



MEDIAN 

13.088 

0.015 


8.454 

0.029 



MIN, MAX 

4,615.17.795 

0.015, 0.015 


2.8%, 9.439 

0.019, 0.039 



5%, 95% 

4.615.17.795 

NA, NA 


2.896,9.439 

0.019,0.039 



# of BLQ/ALQ Values 

0/0 

1/0 


0/0 

2/0 


Week 2 

N 

3 

2 

0.14S9 

3 

3 

0.0809 


MEAN, GEO MEAN 

11.371,10.429 

0.021,0.020 


8.138,7.501 

0.038, 0.037 



SD.SE 

5.8605, 3.3836 

0.0071,0.0050 


3.5658,2.0587 

0.0093,0 0054 



MEDIAN 

9.627 

0.021 


9.321 

0.042 



MIN, MAX 

6.581,17.906 

0.016,0.026 


4.131,10.962 

0.027, 0.044 



5%, 95% 

6.581,17.906 

0.016,0.026 


4.131,10.962 

0.027, 0.044 



# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Week 3 

N 

2 

4 

0.1052 

3 

3 

0.0809 


MEAN, GEO MEAN 

8.146, 7.454 

D.021, 0.020 


8.716,8.167 

0.022, 0.021 



SD.SE 

4.6457.3.2850 

0.0059, 0.0030 


4.0438, 2.3347 

0.0082,0.0047 



MEDIAN 

8.146 

0.020 


6628 

0024 



MIN, MAX 

4.861, 11.431 

0.015,0.027 


6.143,13.377 

0.013,0.029 



5%, 95% 

4.861. 11.431 

0.015,0.027 


6.143, 13.377 

0.013, 0.029 



ft of BLQ/ALQ Values 

0/0 

4/0 


0/0 

3/0 


Overall 

N 

3 

4 

0.0518 

3 

3 

0 0809 


MEAN, GEO MEAN 

10.807.9.848 

0.021,0.020 


7.928,7.381 

0.030,0.030 



SD, SE 

5.2014,3.0030 

0.0061,0.0031 


3.4391. 1.9856 

0.0047, 0.0027 



MEDIAN 

11.356 

0021 


8.134 

0.032 



MIN. MAX 

5.352,15.711 

0.015,0.027 


4.390, 11.259 

0.025, 0.034 



5%, 95% 

5.352,15.711 

0.015, 0.027 


4.390, 11.259 

0.025, 0.034 



* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BI.Q/AT.Q values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as'1,2341 fot the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 240 of264) 


Biomarker. Total Nicotine (ue/mg Creatinine) Analytical Lab: INBIFO 


Male 



Female 


Time point Statistic Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokere 

P-valuc* 


Week 1 

N 

3 

1 

NA 

3 

2 


MEAN, OEO MEAN 

1.919,1.6152 

0.002,0,002 


1.124,0.995 

0.005,0.004 


SD, SE 

1.0830, 0.6252 

NA.NA 


0.5720, 0.3302 

0.0021,0.0015 


MEDIAN 

2.123 

0.002 


1.371 

0.005 


MIN. MAX 

0.749. 2.886 

0.002,0.002 


0.470. 1.531 

0.003.0.006 


5% 95% 

0.749,2.886 

NA.NA 


0.470, 1.531 

0.003,0.006 


# of BLQ/ALQ Values 

0/0 

1/0 


010 

2/0 

Week 2 

N 

3 

2 

0-1489 

3 

3 


MEAN, GEO MEAN 

1.844,1.691 

0.004, 0.003 


1.320, 1.217 

0.006, 0.006 


SD, SE 

0.9506.0.5489 

0.0007, 0.0005 


0.5784,0.3339 

0.0017, 0.0010 


MEDIAN 

1.56! 

0.004 


1.512 

0.007 


MIN, MAX 

1.067,2.904 

0.003, 0.004 


0.670, 1.778 

0 004, 0.007 


5%, 95% 

1.067,2.904 

0.003,0.004 


0.670, 1.778 

0.004, 0.007 


# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 

Week 3 

N 

2 

4 

0.1002 

3 

3 


MEAN, GEO MEAN 

1.321, 1.209 

0.003, 0.003 


1.414, 1 324 

0.004, 0.003 


SD. SE 

0.7538.0.5330 

0.0010.0.0005 


0.6562,0.3789 

0,0015,0.0009 


MEDIAN 

1.321 

0.004 


1.075 

0.004 


MIN. MAX 

0.788,1.854 

0.002, 0.004 


0.996, 2.170 

0.002,0.005 


5%, 95% 

0.788,1.854 

0.002,0.004 


0.996.2.170 

0.002,0.005 


ft Of BLQ/ALQ values 

0/0 

4/0 


0/0 

3/0 

Overall' 

N 

3 

4 

0.0497 

3 

3 


MEAN, GEO MEAN 

1.753,1.597 

0.003.0.003 


1.286, 1,197 

0.005,0.005 


SD, SE 

0.84.36,0.4870 

0.0010,0.0005 


0.5577,0.3220 

0.0010,0.0006 


MEDIAN 

1.842 

0.004 


1.319 

0.005 


MIN, MAX 

0.868.2.548 

0.002.0.004 


0.712. 1.826 

0.004.0,006 


5%, 95% 

0.868, 2.548 

0.002,0.0W 


0.712. 1.826 

0.004,0.006 


0.1489 


0.0765 


0.0809 


0.0809 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BI .Q/A1.Q values does rot apply as the BLQ/AT.Q values were converted to the limit 
of the quantification (e.g., T <1.234 f will be used as'1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 241 of 264) 

Biomaricer: Total Nicotine ((nmol/mg Creatinineytigarette per day) _ Analytical Lab: INBIFO _ 


Male _ ____ Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value J 

Smokers 

Non-Smokets 

P-value’ 

Week 1 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.940, 0.866 



0.290,0.269 




SD.SE 

0.4805, 0.2774 



0.1310.0.0757 




MEDIAN 

0.769 



0.286 




MIN, MAX 

0.569, 1.483 



0.161,0.423 




5%, 95% 

0.569, 1.483 



0.161, 0.423 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.922, 0.802 



0.833, 0.561 




SD, SE 

0.6175, 0.3565 



0.8702,0.5024 




MEDIAN 

0.658 



0.466 




MIN, MAX 

0.481, 1.628 



0.207,1.827 




5%, 95% 

0.481, 1.628 



0.207,1.827 



! 

t> of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

0.882, 0.879 



0.967,0.631 




SD.SE 

0.1011,0.0715 



1.0935.0.6313 




MEDIAN 

0.882 



0.341 




MIN, MAX 

0.810,0.953 



0.331,2.230 




5%, 95% 

0.8)0,0.953 



0.331,2.230 




n of BLQ/ALQ Values 

0/0 



0/0 



Overall' 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

0.875, 0.810 



0.697,0.518 




SD.SE 

0.4298,0.2482 



0.6560, 0.3787 




MEDIAN 

0.746 



0.407 




MIN. MAX 

0.525,1.355 



0,236. 1.448 




5%, 95% 

0.525,1.355 



0.236, 1.448 




NOTE: Values listed weTe normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corre spending week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ‘<1.234* will be used as T.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 142.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinrand Overall 

(Page 242 of264) 


Biomarker: Total Nicotine ( fun'tne CrealmineVciearette per day) _ Analytical Lab: INB1FO 


Timepoint 
Week I 


Week 2 


Week 3 


Overall* 


Male 

Statistic 

Smokers 

Non-$n»kci5 

P-value* 

Smokers 

N 

3 


NA 

3 

MEAN, GEO MEAN 

0,153,0.140 



0.047, 0.044 

SD.SE 

0.0783, 0.0452 



0.0215,0.0124 

MEDIAN 

0.125 



0.046 

MIN, MAX 

0.092, 0.241 



0.026,0.069 

5%, 95% 

0.092, 0.241 



0.026,0.069 

# of BLQ/ALQ Values 

0/0 



0/0 

N 

3 


NA 

3 

MEAN, GEO MEAN 

0.150, 0.130 



0.135, 0.091 

SD, SF. 

0.1001,0 0578 



0.1407, 0.0812 

MEDIAN 

0.107 



0.076 

MIN, MAX 

0.078, 0.264 



0.034,0.296 

5%, 95% 

0.078,0.264 



0.034,0.296 

* of BLQ/ALQ Values 

0/0 



0/0 

N 

2 


NA 

3 

MEAN, GF.0 MEAN 

0.143,0.142 



0.157,0.102 

SD, SE 

0.0170,0.0120 



0.1775,0.1025 

MEDIAN 

0.143 



0,055 

MIN, MAX 

0.(31,0.155 



0.054,0.362 

5%, 95% 

0.131,0.155 



0.054,0.362 

# or BLQ/ALQ Values 

0/0 



0/0 

N 

3 


NA 

3 

MEAN, GEO MEAN 

0.142, 0.131 



0.113.0.084 

SD, SE 

0.0699, 0.0404 



0 1066.0.0615 

MEDIAN 

0.121 



0.066 

MIN, MAX 

0.085,0.220 



0.Q3S, 0.235 

5%, 95% 

0.085,0.220 



0.038, 0.235 


Female _ 

Non-Smokers _P-value J 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a sub ject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '< I.234' will be used as' 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page243 of264) 


Biomaricer Total Nicciine (nmol/L) Analytical Lab! INBIFO 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

i 

i 

NA 

3 

2 

0.1386 


MEAN. GEO MEAN 

15881.3, 12002.3 

12.7,12.7 


3716.4, 3522.0 

12.7,12.7 



SD.SE 

12560.28,7251.68 

NA.NA 


1519.43, 877.25 

0.00,0.00 



MEDIAN 

14410.2 

12.7 


3272.1 

12.7 



MIN, MAX 

4121.4,29112.4 

12.7,12.7 


2468.7, 5408.5 

12.7, 12.7 



5%, 95% 

4121 4,29112.4 

NA, NA 


2468.7, 5408.5 

12.7, 12.7 



# of BLQ/ALQ Values 

0/0 

1/0 


0/0 

2/0 


Week 2 

N 

3 

2 

0,1386 

3 

3 

U.CJ765 


MEAN, GEO MEAN 

13046.6,102062 

12.7.12.7 


4821.8,4348.3 

24.9,20.0 



SD, SE 

9005.77,5199.48 

0.00,0.00 


2813.16,1624.18 

21.19, 12.23 



MEDIAN 

14296.8 

12.7 


3453.4 

12.7 



MIN, MAX 

3481.1,21362.0 

12.7,12.7 


2954.7, 8057.4 

12.7,49.4 



5%, 95% 

3481.1,21362.0 

12.7,12.7 


29S4.7, 8057.4 

12.7,49.4 



# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Week 3 

N 

2 

4 

0.0552 

3 

3 

0.0636 


MEAN, GEO MEAN 

5553.6,4245.8 

12.7, 12.7 


5049.5,4741.8 

12.7, 12.7 



SD.SE 

5062.67,3579.85 

0.00, 0.00 


1969.90,1137.32 

0.00,0.00 



MEDIAN 

5553.6 

12.7 


5824.0 

12.7 



MIN, MAX 

1973.7, 9133.4 

12.7, 12.7 


2810.1,6514.5 

12.7,12.7 



5%, 95% 

1973.7,9133.4 

12.7, 12.7 


2810.1,6514.5 

12.7,12.7 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

3/0 


Overall* 

N 

3 

4 

0.0319 

3 

3 

0.0765 


MEAN. GEO MEAN 

12471.6,9691.8 

12.7, 12.7 


4529.3, 4244.4 

16.8,15.9 



SD.SE 

8496.37,4905.38 

0.00,0.00 


1980.61,1143.50 

7.04,4.07 



MEDIAN 

14353.5 

12,7 


4183.2 

12.7 



MIN, MAX 

3192.1.19869.3 

12.7,12.7 


2744.5, 6660.1 

12.7,24.9 



5%. 95% 

3192.1,19869.3 

12.7,12.7 


2744.5, 6660.1 

12.7,24.9 



* P value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
ofihe quantification (e.g., ’<1.234’will be used as T.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 


Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcrs of Exposure by Timcpoint and Overall 

(Page 244 of264) 

Biamaiker Total Nicotine (ne/mL) Analytical Lab: INBIFO 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

3 

I 

NA 

3 

2 

0.1386 


MEAN, GEO MEAN 

2575.9,1946.8 

2.1,2.1 


602.8,571.3 

2.1, 2.1 



SD.SE 

2037.26, 1176,21 

NA.NA 


246.49, 142.31 

0.00, 0.00 



MEDIAN 

23.37.3 

2.1 


530.7 

2.1 



MIN. MAX 

668.5, 4722.0 

2.1.2.1 


400.4. 877.3 

2.1,11 



5%, 95% 

668.5, 4722.0 

NA.NA 


400.4, 877.3 

11,2.1 



tf of BLQ/ALQ Values 

0/0 

1/0 


0/0 

2/0 


Week 2 

N 

3 

2 

0.1386 

3 

3 

0.0765 


MEAN, GEO MEAN 

2116.1, 1655.4 

2.1,2.1 


782.1,705.3 

4.1,3 3 



SD, SE 

1460.74.843.36 

0.00,0.00 


456.28, 263.43 

3.41, 1.97 



MEDIAN 

2318.9 

2.1 


560.1 

11 



MIN, MAX 

564.6, 3464.9 

2.1.2.1 


479.3, 1306.9 

11,8.0 



5%, 95% 

564.6,3464.9 

11,2.1 


479.3, 1306.9 

11, 8.0 



#of BLQ/ALQ Values 

0/0 

2/0 


0/D 

2/0 


Week 3 

N 

2 

4 

0.0552 

3 

3 

0.0636 


MEAN, GEO MEAN 

900.8, 688 6 

2.1,2.1 


819.1.769,1 

11,2.1 



SD, SE 

821.16, 580.65 

0.00,0.00 


319.54, 184.49 

0.00, 0.00 



MEDIAN 

900.8 

2.1 


944.7 

11 



MIN, MAX 

320.1,1481.4 

11,2.1 


455.8, 1056.7 

2.1,2.1 



5%, 95% 

320.1,1481.4 

11,2.1 


455.8, 1056.7 

2.1, 2.1 



ff of BLQ/ALQ Values 

0/0 

4/0 


0/0 

3/0 


Overall* 

N 

3 

4 

0 0319 

3 

3 

0.0765 


MEAN. GEO MEAN 

2022.9,1571.9 

11,2.1 


734.7, 688.5 

2.8, 2.6 



SD, SE 

1378.14,795.67 

0.00,0.00 


.321.25, 185.48 

1.15, 0.67 



MEDIAN 

2328.1 

2.1 


678.5 

11 



MIN, MAX 

517.7,3222.8 

11,2.1 


4452, 1080.3 

2.1,4.I 



5%, 95% 

517.7,3222.8 

2.1,2.1 


445.2,1080.3 

2.1, 4.1 



' P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results Across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as Ihe BLQ/ALQ values were convened lo Ihe limit 
Of the quantification fe.g., ’<1.234’will be used as T.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarketx of Exposure by I imepoint and Overal 1 

(Page 245 of 264) 


Biomziker: Total Nicotine Cnmol/LVcigarelte per day) _ Analytical Lab: 1NB1FO 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1245.5,1014.5 



156.4, 154.3 




SD.SE 

1021.95, 590.02 



29.92, 17.27 




MEDIAN 

6869 



163.9 




MrN, MAX 

626.5,2426.0 



123.4,181.8 




5%, 95% 

626.5,2426.0 



123.4,181.8 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


na 

3 


NA 


MEAN, GEO MEAN 

1001.6, 784.7 



554.4, 324.S 




SD,SE 

834.77,481.95 



682.95, 394.30 




MEDIAN 

714.8 



172.7 




MIN, MAX 

348.1,1942.0 



147.7, 1342.9 




5%, 95% 

348.1,1942.0 



147.7, 1342.9 




if of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN. GEO MEAN 

545.1,500.4 



516.6,366.8 




SD. SE 

305.54,216.05 



SOI .34,289.45 




MEDIAN 

545.1 



323.6 




MIN, MAX 

329.0,761.1 



140.5,1085.8 




5%, 95% 

329.0.761.1 



140.5,1085.8 




# uf BLQ/ALQ Values 

0/0 



o/u 



Overall* 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

945.0. 804.9 



409.1,299.2 




SD, SE 

670.97,387.38 



396.59,228.97 




MEDIAN 

670.7 



226.0 




MIN, MAX 

454.7, 1709.7 



137.2, 864 2 




5%, 95% 

454.7, 1709.7 



137.2, 864,2 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of Ihe weekly survey for the corresponding week. 
‘ P-va!ue from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1 234'will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokeis by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 246 of 264) 


Biomarker: Total Nicotine ((nc/mT-)/cigaiette per day) _ Analytical Lab: INBIFO 


Male 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Week I 

N 

3 


NA 

3 


MEAN. GEO MEAN 

202.2, 164.5 



25.4,25.0 


SD, SE 

165.77,95.71 



4.87,2.81 


MEDIAN 

111.4 



26.6 


MIN, MAX 

101,6.393.5 



20.0, 29.5 


5%, 95% 

1016, 393.5 



20.0, 29.5 


U of BLQ/ALQ Values 

0/0 



0/0 

Week 2 

N 

3 


NA 

3 


MEAN, GEO MEAN 

162.5, 127.3 



89.9,52.7 


SD, SE 

135.40, 78.17 



110.75, 63.94 


MEDIAN 

115.9 



28.0 


MIN. MAX 

56.5,315.0 



24.0,217.8 


5%, 95% 

56.5,315.0 



24.0,217.8 


# of BLQ/ALQ Values 

0/0 



0/0 

Week 3 

N 

2 


NA 

3 


MEAN, GEO MEAN 

88.5, 81.2 



83.8, 59.5 


sd 7 se 

49.57, 35.05 



81.30, 46.94 


MEDIAN 

88.5 



52.5 


MIN, MAX 

53.4,123.5 



22.8,176.1 


5%, 95% 

53.4,123.5 



22.8, 176.1 


# of BLQ/ALQ Values 

0/0 



0/0 

Overall* 

N 

3 


NA 

3 


MEAN, GEO MEAN 

153.3,130.6 



664,48.6 


SD, SE 

108.80, 62.82 



64.32,37.13 


MEDIAN 

I0S.8 



36.7 


MIN, MAX 

73.8, 277.3 



223, 140.2 


5%, 95% 

73.8, 277.3 



22.3, 140.2 


Female __ 

Non-Smokers_P-value' 


NA 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BL.Q/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<1.234’will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 247 of 264) 


Biomarker. Trans-3-hydroxycotimne (nmol/24hr) Analytical Lab: INB1FO 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ values 

3 

2)069.666,18521.314 
12742.2766, 7356.7568 
18354.825 

9903.928.34950.846 

9903.928.34950.846 

0/U 

4 

23.647, 19.239 

16.1872, 8.0936 

21.714 

8.732,42.427 

8.732,42.427 

0/U 

0.0518 

3 

33503.660,32205.856 
12057.0021,6961.1 134 
27146.280 

25955.790.47408.910 

25955.790.47408.910 

0/0 

4 

31.839, 22.520 

24.8055, 12.4027 

32.462 

5.880. 56.550 

5.880,56.550 

0/0 

0.0518 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

18485.545,16208.505 
11611.4462, 6703.8716 

14936 916 

9062.489,31457.230 

9062.489,31457.230 

0/0 

3 

35.046,28.936 
20.9069,12.0706 

46.368 

10.920,47.850 
10.920,47.850 

0/0 

0.0809 

3 

39075.955, 34277.605 
25209.8818. 14554.9320 
28809.570 

20619.126,67799.170 

20619.126,67799.170 

0/0 

4 

20.636, 19.147 
8.8182,4.4091 

20.185 

10.712,31.460 

10.712,31.460 

0/0 

0.051B 

Week3 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

12276.934.10259.210 
9536.4260,6743.2715 
12276.934 

5533.662.19020.205 

5533.662.19020.205 

0/0 

2 

25.412,22.925 

15.5047,10.9635 

25.412 

14.448, 36.375 

14.448, 36.375 

0/0 

0.2453 

3 

26289.321.21251.072 
21905.9976, 12647.4336 
13910,514 

13375.150, 515B2.300 
13375.150.51582.300 

0/0 

3 

19.817.17.623 

11.2455, 6.4926 

18,228 

9.450,31.772 

9.450,31.772 

0/0 

0.0809 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

19602.682.16784.391 
12658.3479,7308.3006 
17437.315 

8166.693, 33204.035 

8166.693, 33204.038 

4 

23.274, 19.026 
15.4570,7.7285 

22.844 

5.732, 38.673 

8.732, 38.675 

0.0518 

3 

32956.312, 29510.296 
19636.8122, 1 1337,3188 
22713.503 

20558.640,55596.793 

20558.640,55596.793 

4 

23.819, 20.460 

13,4686,6.7343 

24.725 

8.681,37.147 

8.681,37.147 

0.0518 


* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1,234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-IIour Urine Diomarkers of Exposure by Timcpoint and Overall 

{Page 248 of 264) 


Rmn«rk«»r Trsns-3-hvdmxvcoJinine fu2/24hr) Analytical Lab: INBIFO - 


Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 


Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

4049.628,3559.797 
2449.0458.1413.9688 
3427.797 

1903.535.6717.553 

1903.535.6717.553 

0/0 

4 

4.545, 3.697 

3.1111, 1.5555 

4.174 

1.678,8.154 

1.678, 8.154 

0/0 

0.0518 

3 

6439.404, 6189.966 
2317.3560,1337.9261 
5217.515 

4988-703,9111.993 

4988.703.9111,993 

0/0 

4 

6.119,4.328 

4.7677.2.3838 

6.239 

1.130.10.869 

1.130.10.869 

0/0 

0.0518 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

3 

3552.922.3115.274 

2231 7204,1288.4844 
2870.875 

1741.810,6046.080 
1741.810,6046.080 

0/0 

3 

6.736,5.562 

4 0183, 2.3200 

8.912 

2.099. 9.197 

2.099,9.197 

0/0 

0.0809 

3 

7510.398,6588155 

4845.3391.2797.4578 

5537.199 

3962,996,13031.000 
3962.996, 13031-000 

0/0 

4 

3.966. 3.680 

1.6950, 0.8475 

3.880 

2.059, 6.047 

2.059, 6.047 

0/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ttafB LQ/ALQ Values 

2 

2359.627.1971.820 
1832.9007,1296.0565 
2359,627 

1063.570,3655.683 

1063.570,3655.683 

0/0 

2 

4.884,4.406 
2.9797,2.1070 

4.884 

2.777,6.991 

2.777, 6.991 

0/0 

0.2453 

3 

5052.808, 4084.456 
4210.3326.2430,8367 
2673.601 

2570.704,9914.118 

2570.704,9914.118 

0/0 

3 

3.809, 3.387 

2.1618,1.2481 

3.503 

1.816, 6.107 

1.816, 6.107 

0/0 

0.0809 

Overall* 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

3767.636,3225.960 
2432.9351,1404.6557 
3351.452 

1569.638,6381.817 
1569.638, 6381.817 

4 

4.473,3.657 

2.9707, 1.4853 

4.391 

1,678, 7.433 

1678, 7.433 

0.0518 

3 

6334.203,5691.099 

3774.1955,2179.0328 

4365.535 

3951.371, 10685.704 
3951.371,10685.704 

4 

4.578,3.932 
2.5891,1.2946 

4.752 

1.668, 7.140 

1.668, 7.140 

0.0518 


’ P-value from Wilcoxon rank-sum test. , 

T Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Draft 1: 24 July 2002 


Page 836 of 15132 


Source: https://www.industrydocuments.ucsf.edu/docs/hjkj0001 



PM3006439417 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.2-2 
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Biomaricer: Trans-3-hydroxycntinine ((ni™i1/24hr)/cii*arette per day") 

Analytical Lab: INBIFO 








Male 




Female 



Timepoint Statistic Smokers 

Non-Smokers 

P-value* 


Smokers 

Non-Smokers 

P-value” 



Week 1 

N 

3 

NA 

3 

NA 


MEAN, GEO MEAN 

1566.609, 1565.495 


1555.037,1411.441 



SD, SE 

72.9567,42.1215 


792.994B, 457.8358 



MEDIAN 

1529.569 


1508.127 



MIN, MAX 

1519.602.1650.655 


786.539. 2370.446 



5%, 95% 

1519,602, 1650.655 


786.539,2370.446 



# of BLQ/ALQ Values 

0/0 


0/0 


Week 2 

N 

3 

NA 

3 

NA 


MEAN, GEO MEAN 

1279.004,1246.241 


3074.170,2560.197 



SD, SF. 

340.2378,196.4364 


1905.0516,1099 8821 



MEDIAN 

1357.901 


3389.959 



MIN. MAX 

906,249, 1572.862 


1030.956,4801.595 



5%, 95% 

906.249, 1572.862 


1030.956,4801.595 



4 of BLQ/ALQ Values 

0/0 


0/0 


Week 3 

N 

2 

NA 

3 

NA 


MEAN, GEO MEAN 

1253.647, 1209.059 


1860.371. 1643.979 



SD, SE 

468.6279,331.3700 


957.9717,553.0852 



MEDIAN 

1253.647 


2229.192 



MIN, MAX 

922.277, 1585.017 


772.806,2579.115 



5%, 95% 

922.277, 1585.017 


772.806,2579.115 



# of BLQ/ALQ Values 

0/0 


0,0 


Overall* 

N 

3 

NA 

3 

NA 


MEAN, GEO MEAN 

1398.929,1387.883 


2163.193, 1999.726 



SD, SE 

208.9993, 120.6658 


921.4392,531.9932 



MEDIAN 

1490.829 


2605.7/5 



MIN, MAX 

1159.727, 1546.232 


1103.963,2779.840 



5%, 95% 

1159.727, 1546.232 


1103.963,2779.840 



NOTE: Values listed were normalized by taking the original biomarier and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALO values were convened to the limit 
of the quantification fe.g., '<l.234 - will be used as ’l.234jforthe averages across visits within a subject thus eliminating all BLQ/ALQ values fcr the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

{Page 250 of 264) 


Biomarken Trans-3-hvdroxvcolinine f(u»/24hrVcieaiEttc Derdav 1 ) 

Analytical Lab: 1NB1FO 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week l 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%,m 

# of BLQ/ALQ Values 

3 

301.102, 300.888 
14.0222,8.0957 
293.983 

292.068,317.256 

292.068,317.256 

0/0 


NA 

3 

298.878,271.279 

152.4136,87.9961 

289.862 

151.173,455.600 

151.173,455.600 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

245.825,239.528 

65 3938, 37 7551 
260.989 

174.181,302.304 

174.181,302.304 

n/o 


NA 

3 

590.856,492.070 

366 1510,211.3974 

651.550 

198.150.922.867 

198.150.922.867 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

2 

240.951,232.381 
90.0698,63,6890 
240.951 

177.262,304.040 
177.262, 304.640 

0/0 


NA 

3 

357 563,315.973 

184.1224, [06.3031 

428.451 

148.533.495.706 

148.533.495.706 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

268.874,266.751 

40.1694,23.1918 

286.537 

222.900, 297.186 

222.900, 297,186 


NA 

3 

415.766,384.347 
177.1004,102.2489 

500.830 

212.182, 534.285 

212.182, 534.285 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive Statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim anil Overall 

(Page 251 of264) 


Biomarter: Trans-3-hydroxvawinine (nmol/mg Creatinine) Analytical F-ah: 

1NB1FO 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 

Non-Smokers 

P-valne* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MTN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

13.589, 12.752 
5.8121,3.3556 

12.896 

8155, 19 717 

8.155,19.717 

0/0 

4 

0.011,0.010 

0.0055, 0.0027 

0.011 

0.005. 0.018 

0.005, 0.018 

0/0 

U.0518 

3 

29.592,24 553 

22.9539. 13.2525 

18.489 

14.300.55.986 

14.300.55.986 

0/0 

4 

0.024,0.019 

0.0157,0.0079 

0024 

0.007,0.041 

0.007, 0.041 

0/0 

0.0518 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

14.498, 13.787 

5.6224, 3.246! 

13 463 

9.465,20.566 

9.465,20 566 

0/0 

3 

0.015. 0.014 

0.0067, 0.0038 

0.017 

0.008,0.021 

0.008,0.021 

0/0 

0.0809 

3 

33.227,25.023 

31.1085, 17.9605 

18.231 

12.457.68.993 

12.457.68.993 

0/0 

4 

0.017, 0.016 

0.0074, 0.0037 

0.018 

0.009, 0.024 

0.009, 0.024 

0/0 

0.0518 

Week 3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

12.618, 12.316 

3.8757, 2.7405 

12.618 

9.877,15.358 

9.877,15.358 

0/0 

2 

0.012,0.011 

0.0057.0.0040 

0.012 

0.008,0.016 

0.008.0.016 

0/0 

0.2453 

3 

23.925,18 098 

22.3492,12.9033 

12.774 

9.346.49.656 

9,346, 49656 

0/0 

3 

0.022,0.019 

0.0125, 0.0072 

0.026 

0.008, 0.032 

0.008, 0.032 

0/0 

0.0809 

Overall 

N 

MEAN, GF.O MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

3 

14.405, 13.693 
5.5050,3.1783 

13.906 

9.166.20.142 

9.166, 20142 

4 

0.011.0.010 

0.0050,0.0025 

0.012 

0.005,0.016 
0.005,0.016 

0.0518 

3 

28.915,22.609 

25.4702, 14.7052 

16.498 

12.034, 58 212 

12.034, 58.212 

4 

0.020. 0.018 

0.0111,0.0056 

0.02! 

0.008, 0.032 

0.008, 0.032 

00518 


* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLO/ALO values were converted to the limit 
of the quantification (e.g., ’<1.234'willbeused as T.234”) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2 -2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 252 Of 264) 


BiomaAer: Trans-3-hydroxycotxnine (ug/mg Creatinine) Analytical Lab: 1NBIFQ 


Timepoiiu 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value* 

Week! 

N 

3 

4 

0.0497 

3 

4 

0.0518 


MEAN, GEO MEAN 

2.612,2.451 

0.002,0.002 


5.688,4.719 

0.005, 0.003 



SD.SE 

1.1175,0.6452 

0.0003,0,0004 


4.4121,2.5473 

0.0031,0.0016 



MEDIAN 

2.479 

0.002 


3.554 

0.005 



MUJ.MAX 

1.567, 3.790 

0.001,0.003 


2.748, 10.761 

0.001,0.008 



5%, 95% 

1.567,3.790 

0.001,0.003 


2.748, 10.761 

0.001.0.008 



# of BLQ/ALQ Values 

o/o 

0/0 


0/0 

0/0 


Week 2 

N 

3 

3 

0.0809 

3 

4 

0.0497 


MEAN, GEO MOAN 

2.787, 2.650 

0.003,0.003 


6.386,4.809 

0.003,0 003 



SD, SE 

1.0808, 0.6240 

0.0010,0.0006 


5.9789. 3.4519 

0.0015.0.0008 



MEDIAN 

2.588 

0.003 


3.504 

0.003 



MIN, MAX 

1.819, 3.953 

0.002, 0.004 


2.394, 13.260 

0.002, 0.005 



5%, 95% 

1.819. 3.953 

0.002,0.004 


2.394.13.260 

0.002, 0.005 



# of BLQ/ALQ Values 

0/0 

0/0 


u/o 

0/0 


Week 3 

N 

2 

2 

0.2453 

3 

3 

0.0809 


MEAN, GEO MEAN 

2.425.2.367 

0.003,0.002 


4 598, 3.478 

0.004, 0.004 



SD.SE 

0.7453,0.5270 

0.0007,0.0005 


4.2957,2.4801 

0.0021,0.0012 



MEDIAN 

2.425 

0.003 


2.455 

0.005 



MIN, MAX 

1.898.2.952 

0,002,0.003 


1.796,9.544 

0.002,0.006 



5%, 95% 

1.898, 2.952 

0.002,0.003 


1.796,9.544 

0.002,0.006 



» of BLQ/ALQ Values 

0/0 

0/0 


O/O 

0/0 


Overall* 

N 

3 

4 

0.0518 

3 

4 

0.0518 


MEAN, GEO MEAN 

2.769,2.632 

0.002,0.002 


5.557,4.346 

0.004,0.004 



SD, SE 

1.0587,0.6113 

0,0010,0.0005 


4.8951,2.8262 

0.0018,0.0009 



MEDIAN 

2.673 

0,003 


3.1/1 

0.1XM 



MIN, MAX 

1.761,3.872 

0.001,0.003 


2.313,11,138 

0.002, 0.006 



5%, 95% 

1.761,3.872 

0.001,0.003 


2.313,11.188 

0.002. 0.006 



a P-value from Wilcox on rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<1.234' will be used as , I.234 T ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of24*Hour Urine Biomarkers of Exposure by l imepoint and Overall 
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Binmarker: Trans-3-hydroxycntinine ( ( nmnl/mg CreatinineVdjtflrette per day) _ Analytical Lab: INBIEO 





Male 



Female 

Tunepoint 

Statistic 

Smokers 

Nun-Smokers 

P-vsIue’ 

Smokers 

Non-Smokers P-va!ue’ 

Week 1 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

1.097, 1.078 



1.384,1.076 



SD.SE 

0.2517,0.1453 



1.2307, 0.7106 



MEDIAN 

1.075 



0.794 



MEN. MAX 

0.857, 1.359 



0.560,2.799 



5%, 95% 

0.857, 1.359 



0.560,2.799 



# of BLQ/ALQ Values 

0/0 



0/0 


Week 2 

N 

3 


NA 

3 

NA 


MEAN. GEO MEAN 

1.066, 1.060 



2.371,1.869 



SD.SE 

0.1424, 0.0822 



1.5274.0.8819 



MEDIAN 

1.028 



3.039 



MIN, MAX 

0.947, 1.224 



0.623, 3.450 



5%, 95% 

0.947, 1-224 



0.623,3.450 



# of BLQ/ALQ Values 

0/0 



0/0 


Week 3 

N 

2 


NA 

3 

NA 


MEAN, GEO MEAN 

1.463, 1.452 



1.710, 1.400 



SD.SE 

0.2588, 0.1830 



1.0468, 0.6044 



MEDIAN 

1.463 



2.129 



MIN. M.AX 

1280.1.646 



0.519,2.483 



5%, 95% 

1.280, 1.646 



0.519,2.483 



# of BLQ/ALQ Values 

0/0 



0/0 


Overall* 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

1.151.1.140 



1.822,1.530 



SD.SE 

0.1905,0.1100 



1.1355,0 6556 



MEDIAN 

1.193 



1.909 



MIN, MAX 

0.943, 1.317 



0.045,2.911 



5%, 95% 

0.943, K317 



0.(345,2,91L 



NOTE; Vahres listed were normalized by raking the original hiomarker and dividing it hy the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 'cl 234’will be used as 1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Trans-3-hvdroxvcotinine ((ue/mc Creatininel/ciczrette ner davl Analytical Lab: INB1FO 

Male 



Female 



Timepoint Statistic Smokers Non-Smokers 

P-valuc' 

Smokers 

Non-Smokers 


P-value a 


Week 1 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.211,0.207 


0.266, 0.207 


sD.se 

0-0481.0.0278 


0.2363,0.1365 


MEDIAN 

0.207 


0.153 


MIN. MAX 

0.165,0.261 


0.108,0.538 


5%. 95% 

0.165.0.261 


0.108. 0.538 


If of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.205,0.204 


0.456, 0,360 


SD.SE 

0.0272,0.0157 


0.2934,0.1694 


MEDIAN 

0.198 


0.584 


MIN. MAX 

0.182,0.235 


0.120, 0.663 


5%, 95% 

0.182,0.235 


0.120,0,663 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

2 

NA 

3 


MEAN. GEO MEAN 

0281,0.279 


0.329.0.269 


SD. SE 

0.0495,0.0350 


0.2009,0.1160 


MEDrAN 

0.281 


0.409 


MIN, MAX 

0.246,0.316 


0.100,0.477 


5%. 95% 

0.246,0.316 


0.100,0.477 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall' 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.221,0.219 


0.350,0.294 


SD. SE 

0.0361,0.0209 


0.2180,0.1259 


MEDIAN 

0.229 


0.367 


MIN, MAX 

0.162, 0.253 


0.124,0.559 


5%, 95% 

0.182, 0.253 


0.124,0.559 


NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 
a P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values tor the overall statistics. 
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Biomarker: Trans-3-tiydrosy cot mine (nmol/L) Analytical Lab: INBIFO 

Timepcint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 

4 

0.0518 

3 

4 

0.0497 


MEAN, CEO MEAN 

16096,1,14940.9 

13,5,10.3 


14366.9,14092.1 

12.2,9.7 



SD.SE 

8158.34, 4710.22 

12.46,623 


3268.60,1887.13 

8 60,4.30 



MEDIAN 

21097.5 

8.3 


16158.5 

11.2 



MIN. MAX 

7282.3,21708.6 

5.7,31.9 


10594.2.16347.9 

4.9,21.6 



5%, 95% 

7282.3.21708,6 

5.7,31.9 


10594.2, 16347.9 

4.9,21.6 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

IVO 


Week 2 

N 

3 

3 

0.0809 

3 

4 

0.051 B 


MEAN, GEO MEAN 

17203.0.13492.0 

17.2,14 6 


15228.1, 14505.1 

9.4, 8.8 



SD, SE 

12805.29.7393.14 

10.55,609 


5943.28.3431 36 

3.79,1.90 



MEDIAN 

16061.2 

17.4 


13399.8 

8.6 



MIN, MAX 

5006.9,30541.0 

6.5,27.6 


10413.7,21870.7 

6.0,14.3 



5%, 95% 

5006.9,30541.0 

6.5,27.6 


10413.7,21870.7 

6.0, 14.3 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

2 

2 

0.2453 

3 

3 

0,0809 


MEAN, GEO MEAN 

8140.5,7014.7 

9.8,9.4 


12045.1,10508.6 

12.3.11.6 



SD.SE 

5841.55.4130.60 

3.89,2.75 


7912.77.4568.44 

4,70,2.71 



MEDIAN 

8140.5 

9.8 


8860.2 

12.4 



MIN, MAX 

4009.9, 12271.1 

7.0,12.5 


6221.0,21054,0 

7.5,16.9 



5%, 95% 

4009.9, 12271.1 

7.0,12.5 


6221.0,21054.0 

7.5,16.9 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall* 

N 

3 

4 

0.0518 

3 

4 

0.0518 


MEAN, GEO MEAN 

16011.5,13273.5 

11.9, 10.2 


13880.0,13295.5 

10.7.9.8 



SD.SE 

10353.74,5977.73 

7.71,3.85 


5563.80, 2981.32 

4.99,2.50 



MEDIAN 

16476.6 

9.8 


11810.8 

10.7 



MIN, MAX 

5433.0, 26124.8 

5.9,22.2 


10071.7, 19757.5 

5.5,16.1 



5%, 95% 

5433.0,26124.8 

5.9,22.2 


10071.7, 19757.5 

5.5,16.1 



" P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<l,234’willbeusedas ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker, Trai 

Timepoict 

is-3-hydroxycotinine (ng/mL) 

Analytical Lab; INBIFQ 







Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

3 

4 

0.0497 

3 

4 

0.0497 


MEAN, GEO MEAN 

3209.0,2871.7 

2.6,2.0 


2761.3,2708.5 

2.3.1.8 



SD. SE 

1568.00,905.29 

2.39, 1,19 


628.25, 362.72 

1.69,0.84 



MEDIAN 

2054.9 

1.6 


3105.7 

2.1 



MIN. MAX 

1399.7,4172.4 

1.1,6.1 


2036.2.3142.1 

09,4.2 



5%, 95% 

1399.7,4172.4 

1.1, 6.1 


2036.2.3142.1 

0.9,4.2 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 2 

N 

3 

3 

0.0809 

3 

4 

0.0518 


MEAN, GFO MEAN 

3306.4, 2593 2 

3.3,2 8 


2926.8,2787.9 

1.8,1.7 



SD. SE 

2461.20.1420.97 

2.05,1.18 


1142.28.659.50 

0.70.0.3S 



MEDIAN 

3087.0 

3.3 


2575.4 

1.7 



MIN, MAX 

952.3,5870.0 

1.2,53 


2001.5,4203.5 

1.2, 2.7 



5%, 95% 

952.3,5870.0 

1.2,5.3 


2001.5,4203.5 

1.2,2.7 



#of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

2 

2 

0.2453 

3 

3 

0.0809 


MEAN, GEO MEAN 

1564.6,1348.2 

1.9,1.8 


2315.1.2019.8 

2.3, 2.2 



SD, SE 

1122.74. 793.90 

0.78.0.55 


1520.84, 878.06 

0.90,0.52 



MEDIAN 

1564.6 

1.9 


1702.9 

2.4 



MIN, MAX 

770.7, 2358.5 

1.3, 2.4 


1195.7,4046.6 

14,3.2 



5%, 95% 

770.7,2358.5 

1.3, 2.4 


1195.7,4046.6 

1.4,3.2 



S of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall* 

N 

3 

4 

0.0518 

3 

4 

0.0518 


MEAN, GEO MEAN 

3077.4,2551.2 

2.3, 1.9 


2667.7, 2555.4 

2.1.1.9 



SD, SE 

1990 01,1148.93 

1.45,0.73 


992.49, 573.01 

0.95,0.48 



MEDIAN 

3166.8 

1.9 


2270.0 

2,0 



MIN, MAX 

1044.2,5021.2 

1.1,4.2 


1935.8,3797,4 

1.1,3.1 



5%, 95% 

1044.2,5021.2 

1.1,4.2 


1935.8,3797.4 

11,3,1 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234' will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarirer Tran s-3-hvdroxvcot mine f{nmol/LVciaarcne per day) 

Analytical Lab: INB1FO 






Male 



Female 


Timepoint Statistic Smokers 

Non-Smokera 

P-value* 

Smokers 

Noit-Smokera 

P-value* 


Week l 

N 

3 

NA 

3 


MEAN, GEO MEAN 

1305.2, 1262.9 


678.7, 617.6 


SD, SE 

41475,239.45 


312.37, 180.35 


MEDIAN 

1213.7 


8174 


MIN, MAX 

943.9, 1758.1 


321.0.897.7 


5%, 95% 

943.9, 1758.1 


321.0,897.7 


# Of BLQ/ALQ Values 

o/a 


0/0 

Week 2 

N 

3 

NA 

3 


MEAN, GEO MEAN 

1162.6, 1037.4 


1282.5, 1083.4 


SD, SE 

574.23. 331.53 


871.80,503.34 


MEDIAN 

1460.1 


1093.5 


MIN, MAX 

500.7, 1527.1 


520.7,2233.3 


5%, 95% 

500.7, 1527.1 


520.7,2233.3 


ff of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

2 

NA 

3 


MEAN, GEO MEAN 

845.5,826.7 


860.6, 812.9 


SD, SE 

250.53, 177,15 


319.11, 184.24 


MEDIAN 

845.5 


1036.8 


MIN, MAX 

668.3, 1022.6 


492.2,1052.7 


5%, 95% 

668.3, 1022.6 


492.2,1052.7 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall’ 

N 

3 

NA 

3 


MEAN, GEO MEAN 

1147.8, 1115.2 


940.6,909.8 


SD, SE 

318.88. 184.11 


283.03, 163.41 


MEDIAN 

1235.5 


987.9 


MIN, MAX 

794.2, 1413.6 


636.9,1197.0 


5%, 95% 

794.2, 1413.6 


636.9,1197.0 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as *1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Analytical Lab: INBIFG 






_ 


Male 




Female 


_ 

Timepoint Statistic Smokers 

Non-Smokers 

P-value* 


Smokers 

Non-Smokers 

P-value’ 



Week 1 N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
Mrw, MAX 
5%, 95% 

# of BLQ/ALQ Values 


3 

250.9,242.7 
79.72, 46.02 
233.3 

181.4, 337.9 
181,4,337.9 
0/0 


NA 3 

130.4,118.7 
60.02, 34.65 
157.1 

61.7. 172.5 

61.7, 172.5 
0/0 


NA 


Week 2 N 

MEAN, OEO MEAN 
SO, SE 
MEDIAN 
MIN. MAX 
5%, 95% 

# of BLQ/ALQ Values 


3 

223.4, 199.4 
110.38,63.73 
280.6 

96.2.293.5 

95.2.293.5 
0/0 


HA 3 NA 

246.5, 208.2 
167,53,96.72 
210.2 

100.1,429.2 

100.1,429.2 

0/0 


Week 3 N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 


2 

162.5,158.9 
48.08.34.00 
162.5 

128.5, 196.5 
128.5,196.5 

0/0 


NA 3 NA 

165.4,156.2 
61.33,35.41 
199.3 

94.6, 202.3 
94.6, 202.3 
0/0 


Overall* N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 
MIN. MAX 
5%, 95% 


3 


220.6.214.4 

61.27,35.37 

237.5 

152.7,271.7 

152.7,271.7 


NA 3 NA 

180.8,174 9 
54.42,31.42 
189.9 

122.4.230.1 

122.4.230.1 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number nf cigarettes found in question 4 of tire weekly survey for the corresponding week. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<!.234’will be used as T.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Trans-3-hydroxycorinine-O-fiIucuronide (nmol'L) Analytical Lab: INBIFQ 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vatue 1 

Smokers 

Non-Smokers 

P-Yalue J 

Week! 

N 

3 

, 

NA 

3 

1 

NA 


MEAN, GEO MEAN 

2967.6.2577.2 

12.6.12.6 


3491.0,3364.4 

23.5,23.5 



SD, SE 

1587.37,916.47 

NA, NA 


1069.44,617.44 

NA, NA 



MEDIAN 

3869.9 

12.6 


4093.9 

23.5 



MIN. MAX 

1134.7.389S.I 

12.6.12.6 


2256.2.4122.8 

23.5.23.5 



5%, 95% 

1134.7.3898.1 

NA, NA 


2256.2,4122.8 

NA, NA 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 2 

N 

3 

1 

NA 

3 


NA 


MEAN, GEO MEAN 

5047.3.4630.8 

14.3,14.3 


2475.6, 2404.6 




SD, SE 

2322.19,1340.72 

NA, NA 


758.18,437.73 




MEDIAN 

5439.6 

14.3 


2146.2 




MIN, MAX 

2553.9,7148.3 

14.3,14.3 


1937.9,3342.8 




5%, 95% 

2553.9, 7148.3 

NA, NA 


1937.9,3342.8 




# Of BLQ/ALQ Values 

0/0 

0/0 


0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

1746.4,932.8 



2906.2,1703.6 




SD, SE 

2087.94. 1476.40 



3474.95.2006.26 




MEDIAN 

1746.4 



1240.5 




Mns, MAX 

270.0, 3222.8 



577.6,6900.4 




5%. 95% 

270.0, 3222.8 



577.6,6900.4 




ff of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

3 

1 

NA 

3 

1 

NA 


MEAN. GEO MEAN 

3671.8. 3122.2 

13.5,13.5 


2957.6.2709.5 

23.5. 23.5 



SD, SE 

2141.75, 1236.54 

NA.NA 


1586.08,915.72 

NA, NA 



MEDIAN 

4186.8 

13.5 


2212.8 

23.5 



MIN, MAX 

1319.5.5509.1 

13.5,13.5 


1881.0.4779.0 

23.5.23.5 



5%, 95% 

1319.5* 5509.1 

NA,NA 


1881.0,4779,0 

NA, NA 



3 P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RLQ/Al.Q values does not apply as the BT.Q/AT.Q values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biomarker: Trans-3-hydroxycotinine-O-clucuronide ({nmol/LVcicaretteper dav^ 

Analytical Lab: [NB1FO 





Male 



Female 

Timepoint Statistic Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smoke re 


Week! 

N 

3 

NA 

3 


MEAN, GEO MEAN 

227.4,217.S 


167,4, 147.5 


SD, SE 

84.99.49.07 


86.56. 49.98 


MEDIAN 

189.1 


204.7 


MIN, MAX 

168.3,324.8 


68.4, 229.0 


5%, 95% 

168.3, 324.8 


68.4.229.0 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

3 

NA 

3 


MEAN, GEO MEAN 

369.1,356.1 


207.2, 179.6 


SD, SE 

119.98,69 27 


134.95, 77.91 


MEDIAN 

357.4 


167.1 


MIN, MAX 

255.4,494.5 


96.9,357.7 


5%, 95% 

255.4, 494.5 


96.9,357.7 


K of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

2 

NA 

3 


MEAN, GFO MEAN 

156.8, 109 9 


194.6,131.8 


SD, SE 

158.11, 111.80 


156.80, 90.53 


MEDIAN 

156.8 


206.8 


MIN. MAX 

45.0.268.6 


32.1,345.0 


5%, 95% 

45.0,268.6 


32.1,345.0 


#uf BLQ/ALQ Values 

0/0 


0/0 

Overall* 

N 

3 

NA 

3 


MEAN, GEO MEAN 

262.9,249.6 


189.7, 18! .8 


SD, SE 

99.70, 57.56 


62.57, 36.13 


MEDIAN 

262.9 


211.0 


MIN, MAX 

163.2, 362.6 


119.3,238.9 


5%, 95% 

163.2, 362.6 


119.3,238.9 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as (he BLQ/ALQ values were converted to the limit 
of the quantification (e.g., •<tl.234'willbe used as 1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Biorrwtker: Trans-3-hydroxycotimne-O-gliicuronide (nmol/24hr) 

Analytical Lab: INBIFO 








Male 



Female 


Timepoint 

Statistic 

Snookers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, geo mean 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

3721.693,3194.768 
2361.0700, 1363.1644 
3391.347 

1543.192,6230.539 

1543.192,6230.539 

0/0 

i 

16.758,16.758 

na,na 

16.758 

16.758,16.758 

NA.NA 

0/0 

NA 

3 

8108.768, 7688.828 
3333.4991, 1924.5966 

6926 304 

5527.690. 11872.310 
5527.690,11872.310 

0/0 

1 

76.375, 76.375 

NA. NA 

75 375 

76.375. 76.375 

NA, NA 

0/0 

NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MiN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

5681.379,5563.193 
1472,3577,850.0661 
5058.828 

4622.559,7362.749 
4622.559,7362.749 

0/0 

1 

24.024,24.024 

NA.NA 

24.024 

24.024,24.024 

NA, NA 

0/0 

NA 

3 

6271.351,5682.321 

3564.4461,2057.9339 

4614.330 

3837.042,10362.680 
3837.042,10362.680 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

2 

2683.970,1364.28t 
3268.7708.2311.3700 
2683.970 

372.600,4995.340 
372.600,4995.340 

0/0 


NA 

3 

6826.629, 3445.092 
8773.2321,5065.2279 
2667.075 

906.832.16905.980 
906.832, 16905.980 

0/0 


NA 

Overall 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

3 

4485.977.4049.169 
2308.5998,1332.8707 
4481.838 

2179.450,6796.644 

2179.450,6796.644 

[ 

20.391.20.391 

NA.NA 

20.391 

20.391.20.391 

NA, NA 

NA 

3 

7068.916,6006.496 
5180.6429, 2991.0456 
4269.698 

3890.059, 13046.990 
3890.059, 13046.990 

1 

76.375. 76.375 

NA, NA 

76.375 

76.375, 76.375 

NA. NA 

NA 


• P-value from Wileoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLO/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.* ’<1.234’ will be used as 1.230 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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Biomaiter: Trans-3-hYdtmycotinine-O-alucuronlrie ((nmol/2'lbrVeigareite p er davl 


Analytical La b: INB1 F O _ _ 

Male 


Female 


Week 1 

N 

3 


NA 

3 

rvalue 

NA 


MEAN. GEO MEAN 

270235, 270.034 



381.972, 336.968 



SD.SE 

12.7193, 7.3435 



213.0690, 123.0155 



MEDIAN 

270.893 



384.795 



MIN, MAX 

257.199,282.512 



167506. 593.616 



5%, 95% 

257.199,282.612 



167.506, 593.616 



# of BLQ/ALQ Values 

0/0 



0/0 


Week 2 

N 

3 


NA 

3 

NA 


MEAN. GEO MEAN 

430.095, 427.743 



493.014, 424.413 



SD.SE 

53.6705, 30.9867 



289.420.3, 1670969 



MEDIAN 

459.893 



518.134 



MIN. MAX 

368.137,462.256 



191.852,769.055 



5%, 95% 

368.137, 462.256 



191.852, 769.055 



# of BLQ/ALQ Values 

o/a 



0/0 


Week 3 

N 

2 


NA 

3 

NA 


MEAN, GEO MEAN 

239.189, J 60.782 



446.731,266.513 



SD.SE 

250.4417. 177.0890 



397.4641. 229.4760 



MEDIAN 

239.189 



444.513 



MIN, MAX 

62.100.416.278 



50.380, 845.299 



5%, 95% 

62.100,416-278 



50.380. 845.299 



#of BLQ/AlQ Values 

0/0 



0/0 


Overall’ 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

322.098.317.983 



440.572.397.418 



SD.SE 

62.9113,36.3218 



222.3318, 128.3633 



MEDIAN 

319.515 



460.358 



MIN, MAX 

260.518,386.261 



209.009, 652.350 



5%, 95% 

260.518,385.261 



209.009, 652.350 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging tbe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 234’ will be used as T.234 - ) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokcre and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Expos u re by Time point and Overall 

(Page 263 of 264) 


Biomatker: Trans-3* hydroxy cotin ine-O-glucuriHrids (nmol/mg Creatinine) Analytical Lab: INBIFQ 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Nan-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 

I 

NA 

3 

l 

NA 


MEAN, GEO MEAN 

2.390.2.200 

0.007,0.007 


7.202, 5.662 

0.055, 0.055 



SD, SE 

1.1220, 0.6478 

NA, NA 


5.9063, 3.4100 

NA, NA 



MEDIAN 

2.383 

0.007 


3.938 

0.055 



MIN, MAX 

1.271,3.515 

0.007, 0.007 


3.648,14.020 

0.055, 0.055 



5%, 95% 

1.271,3.515 

NA, NA 


3.648,14.020 

NA, NA 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 2 

N 

3 

1 

NA 

3 


NA 


MEAN, GEO MEAN 

4.734,4.732 

0.009,0.009 


5.261,4.148 




SD, SE 

0.1509, 0.0871 

NA, NA 


4.5860,2.6477 




MEDIAN 

4.814 

0.009 


2.920 




MIN. MAX 

4.560.4.828 

0.009,0.009 


2.318, 10.545 




5%, 95% 

4.560,4.828 

NA, NA 


2.318, 10.545 




# of BLQ/ALQ Values 

0/0 

0/0 


0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

2.350, 1.638 



6.477,2.934 




SD, SE 

2.3822,1.6845 



8.5405.4.9308 




MEDIAN 

2.350 



2.547 




MIN, MAX 

0.665.4.034 



0.609, 16.275 




5%, 95% 

0.665,4.034 



0.609, 16.275 




K of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

3 

1 

NA 

3 

1 

NA 


MEAN, GEO MEAN 

3.360,3.251 

0.008.0.008 


6.313, 4.540 

0.055,0.055 



SD, SE 

0.9896,0.5713 

NA, NA 


6.3393, 3.6600 

NA, NA 



MEDIAN 

3.659 

0.008 


3.135 

0.055 



MIN, MAX 

2.255,4.165 

0.W8,UUU8 


2.192, ixm 

0.055,0.055 



5%, 95% 

2.255,4.165 

NA, NA 


2.192,13.613 

NA, NA 



1 P-value from Wileoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’will be used as ’l .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bin markers of Exposure by Ttmepoint and Overall 

(Page 264 of 264) 


Biomarter Trans-3-hydroxycotinme-O-glucuronide (fnmol/mg CreatinineVcigatftteperdavl _ Analytical Lab: 1NBIFO _ 

_ _ Male __ Female 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value 1 _ Smokers _ Non-Smokers 


Week i 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.188,0.186 


0.341, 0.257 


SD, SE 

0.0310,0.0179 


0.3146, 0,1816 


MEDIAN 

0.199 


0.203 


MIN. MAX 

0.153.0.212 


0.119, 0.701 


5%, 95% 

0.153.0.212 


0.119, 0.701 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.380,0.364 


0.377, 0.3 tO 


SD. SE 

0.1248,0.0721 


0.2266, 0.1308 


MEDIAN 

0.415 


0.487 


MIN, MAX 

0.241,0.483 


0.116,0.527 


5%, 95% 

0.241,0.483 


0.116,0.527 


V of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

2 

NA 

3 


MEAN, GEO MEAN 

0,224, 0,193 


0.424,0227 


SD. SE 

0.1591.0.1125 


0.3900, 0.2252 


MEDIAN 

0.224 


0.425 


MTN, MAX 

0.111,0.336 


0.034,0.814 


5%, 95% 

0.111,0.336 


0.034,0.814 


# Of BLQ/ALQ Values 

0/0 


0/0 

Overall* 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.261,0.256 


0.381,0.302 


SD, SE 

0.0604,0.0349 


0.2833,0.1636 


MEDIAN 

0.269 


0.344 


MIN. MAX 

0.197.0.317 


0.118.0.681 


5%. 95% 

0.197,0.317 


0.118,0.681 


P-vaitre* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wiicoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values wen: converted to the limit 
of the quantification {e.g., ’< 1.234’ will be used as T. 2 341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


i 
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Tabic 14,2.2-3 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Exhafate Bioniarkers of Exposure by Timepoint and Overall 

(Page 1 of 8) 


Biomarker Ace to nitrite (nIJL @20 “C and 1 atm) Analytical Lab 

: Madison 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Weekl 

N 

MEAN, GEO MEAN 
5D,SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

15754.045,7332.378 

17664.0308,4163.4520 

8240.636 

278.352.61266.718 

278.352.61266.718 

0/0 

30 

15887.867,6839.605 
15733.5078, 2872.5324 
11778.782 

27.047,49048.904 

27.047,48597.939 

2/0 

0.7901 

32 

11093.484, 1657.422 
15308.4181,2706.1716 
439.902 

27.047,59118.236 
27.047,43336.359 

3/12 

35 

26284.236,12848.032 
23013.5378, 3889 9979 
26967.495 
67.737,90418.051 
117.403,74719.187 

0/0 

0.0002 

Week 3 

N 

MEAN. GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

22880.217, 14798.644 
15007.5911,3639.8755 
20360.146 
149.199,55212.198 
149.199,55212.198 

0/0 

30 

21214.534, 11055.740 
14479.2885,2643.5443 
21017.801 
27.047,48358.890 
189.826,43703.135 

1/0 

0.6821 

29 

9968.381, 1982.888 
13594.3382.2524.4052 
360.626 

27.047,49646.042 
360.626,32770.330 

1/14 

35 

29221.367.22721.461 

15275.1163,25819659 

29414.335 

703.834, 64440.436 
2753.207,61151.620 

0/0 

<.0001 

Week C 

N 

MEAN, GEO MEAN 
SD, SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

14 

20748.758, 12721.143 
17703.5189,4731.4644 
18654.588 

1827.506.57117.622 

1827.506.57117.622 

0/0 

30 

24034.251,14231.801 

15534.1998,2836.1439 

26642.053 

143.554, 49916.584 

178.106, 47862.018 

0/0 

0.4727 

28 

9852.411,1891.929 
12788.1351.2416.7304 
902.786 

27.047,38261.231 

27.047,37095.541 

2/12 

35 

27014.430,21519.138 

12362.5750,2089.6566 

29207.255 

285.948, 58955.534 
3549.774,42384.015 
ft'O 

<•0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

20916.196,16007.373 
14849.8295,3500.1384 
20159.243 

2442.621,61266.718 

2442.621.61266718 

30 

20712.218, 17837.694 
10044.1152,1833.7962 
20099.064 

4509.427, 36405.750 

5069.379, 35262.657 

0.6471 

32 

10449.102,2925.608 

11449.4562,2023.9970 
10269.940 

138,408,41598.061 
249.433, 37974.737 

35 

28173.345,25135.704 
11605.9501.1961.7636 
25457.817 
2561.353,52452.649 
10434.097,51706.482 

<0001 


a P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of HI Q/AI .Q values does not appty as the BT.Q/AT.Q values were converted tn the limit 
of the quantification (e.g.. '<1,234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-3 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Exlndaie Biumarkers of Exposure by Timcpoint and Overall 

(Page 2 of 8) 


Biomarker; Acetonitrile (nmol'L) Analytical Lab: Madison 


Male 

Female 



Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MTN, MAX 

5%, 93% 

tt of BLQ/ALQ Values 

18 

654.891,304.805 
734.2880,173.0733 
342.561 

11.571.2546.837 

11.571.2546.837 

0/0 

30 

702.023, 284.315 

654.0369, 119.4102 

489.640 

1.124.2038.947 

1.124,2020.200 

2/0 

0.7901 

32 

461.152,68.896 
636.3660,112.4947 

18.287 

1.124,2457.526 

1.124, 1801.478 

3/12 

35 

1175.766. 534.088 

956.6653, 161.7059 

1121.030 
2.816.3758.649 

4 880.3106.052 

0/0 

0.0002 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 
min, MAX 

5%, 95% 

U of BLQ/ALQ Values 

17 

951.123, 615.174 
623.8607, 151.3084 
846.365 

5.202, 2295.153 
5.202,2295.153 

0/0 

30 

881.881,459.579 

601.8992, 109.8913 

873.703 

1.124.2010263 

7.891,1816.725 

1/0 

0.6821 

29 

414.382,82.427 
565.1123, 104.9387 

14.991 

1.124,2063.770 
14.991,1362.252 

1/14 

35 

1214.723,944.523 

634.9816, 107.3315 

1222.744 

29.258,2678.768 

114.450,2542.053 

0/0 

<.0001 

Week6 

N 

MEAN. GEO MEAN 

SD, SR 

MEDIAN 

MIN, MAX 

5%. 95% 

# Of BLQ/ALQ Values 

14 

862.519,528.814 
735.9294, 196.6854 
775.466 

75.969.2374.361 

75.969.2374.361 

0/0 

30 

999.096, 591 613 

645.7516,117.8976 

1107.502 

5.968.2075.016 

7.404, 1989.608 

0/0 

0.4727 

28 

409.561,78.645 

531.5986,100.4627 

37.529 

1.124, 1590.507 

1.124, 1542.049 

2/12 

35 

1122.981.894.544 

513.9081,86.8663 

1214.136 

11.887,2450.762 

147.563, 1761.890 

0/0 

<0001 

Overall’ 

N 

MEAN, GFO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

869.479, 665.421 
617.3025, 145.4996 
838.013 

101.539.2546.837 

101.539.2546.837 

30 

861.000.741.507 

417.5306, 76.2303 

835.512 

187.455, 1513.375 

210.732, 1465.857 

0.6471 

32 

434.366.121.616 
475.9501, 84.1369 

426 918 

3.753, 1729.218 

10.369,1578.597 

35 

1171.157, 1044.883 
482.4556,81.5499 

1058.273 

106.475,2180.439 

433.742, 2149.422 

<.0001 


a P-value from Wilcoxon rtutk-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., '<1.234 ‘will be used as ’1.234’3 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-3 

Statistical Comparison Between Smokere and Non-Smokers by Gender uf Exhalatc Biomarkcre of Exposure by Tiinepuinl and Overall 

(Page 3 of 8) 


Biomarker Acetonitrile HnL/L <6)20 °C and 1 atmVciflarette per day) 

Analytical Lab: Madison 








Male 



Female 


Tims point 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smoke is 

Non-Smokets 

P-va!uc‘ 

Week l 

N 

MEAN, GEO MEAN 
SD, SE 
MEEHAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

953.850,577.813 
746.7132, 176.0020 
719.529 

25.305,2663.770 
25.305,2663.770 

0/0 


NA 

32 

1160.703.125.504 
3.324.8895,587.7630 

90.156 

1.378,18842.877 

1.591,2955.912 

3/12 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

17 

2622.262, 1391.928 
3152.9384,764 6999 
1710.751 

24.866, 13126.227 
24.866.13126.227 

0/0 


NA 

29 

732.205, 143.450 
1258.1956,233.6411 

90.156 

1.803, 6205.755 
17.173,2148.910 

1/14 


NA 

Week 6 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

14 

2866.473,991.480 
5255.7683, 1404.6632 
882.790 

121.834.19039.207 

121.834.19039.207 

0/0 


NA 

28 

810.226, 138.864 
1311.2932,247.8111 

122.771 

1.352, 5729.977 

9.016, 3091.295 

2/12 


NA 

Overall* 

N 

MEAN. GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

2093.350, 1373.434 
2476.1737, 583.6397 
1321.457 

152.371,11017.118 
152.371, 11017.118 


NA 

32 

940.579,228.053 
1403.8877,248.1746 
568.547 

6.920, 7000.268 

14.672, 3072.898 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly smvey for the corresponding week 
3 P-vaJue from Wilcoxon rank-sum test 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
Ofthe quantification (e.g., '<1-234' will be used as r 1.234*) forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2 2-3 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Exhalate Biomarkers of Exposure by Timepoiiu and Overall 

(Page 4 of 8) 


Biomarkcr: Acetonitrile ((nmol/LVcicarette per day) Analytical Lab: Madison 

Male 



Female 


Timepoint Statistic Smokers Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

1 8 

NA 

32 


MEAN. GEO MEAN 

39.651,24.019 


48.250,5.217 


SD.SE 

31.0407,7.3164 


138.2145,24 4331 


MEDIAN 

29.911 


3.748 


MIN, MAX 

1.052. 110.732 


0.057,783.292 


5%. 95% 

1.052, 1 10.732 


0.066.122.876 


t> ofBLQ/ALQ Values 

0/0 


3/12 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

109.007,57.863 


30.438, 5.964 


SD.SE 

131.0667,31.7883 


52.3027.9.7124 


MEDIAN 

71.116 


3.748 


MIN, MAX 

1.034,545.653 


0.075,257.971 


5%, 95% 

1.034,545.653 


0.714, 89.329 


tt of BLQ/ALQ Values 

0/0 


1/14 

Week 6 

N 

14 

NA 

28 


MEAN. GEO MEAN 

119.158,41.216 


33.681.5.772 


SD.SE 

218.4806,58.3914 


54.5100,10.3014 


MEDIAN 

36.698 


5.104 


MIN, MAX 

5.065,791.454 


0.056,238.193 


5%, 93% 

5.065, 791.454 


0.375, 128.504 


# of BLQ/ALQ Values 

0/0 


2/12 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

87.020,57.093 


39.104,9.481 


SD, SE 

102.9338,24.2617 


58.3592,10.3165 


MEDIAN 

54.933 


23,634 


MIN, MAX 

6.334, 457.978 


0.288, 290.999 


5%, 95% 

6.334.457.978 


0.610,127.739 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

3 P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g. f ^1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2 2-3 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Exhalate Biomarkers of Exposure by Timcpoint and Overall 

(Page 5 of 8) 


Biomarker: Acetonitrile (ng/ml) Analytical Lab: Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokere 

P-value’ 

Smokers 

Non-Smokers 

P value" 

Week 1 

N 

MEAN. CEO MEAN 
SD.SE 
MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

IS 

4368528.81,2033236.87 
4898159.534, 1154507.274 
2285092.74 

77185.89, 16988996.62 
77185.89,16988996 62 

0/0 

30 

4682932.74, 1896592.77 
4362833.819, 796540.832 
3260205.40 
7500.00.13601049.39 
750000.1347J998.91 

2/0 

0.7901 

32 

3076175.19.459595.04 
4244958.2(50, 750409.693 
121982.93 

7500.00,16393231.66 
7500.00,12016985.39 

3/12 

35 

7843096.71.3562703.96 
6381554.714, 1078679.624 
7477970.11 

18783.13,25072535.47 
32555.43,20719308.03 

0/0 

0.0002 

Week 3 

N 

MEAN, CEO MF.AN 
SD, SE 
MEDIAN 

MIN. MAX 

3%, 95% 

# of BLQ/ALQ Values 

17 

6344585.35, 4103599.50 
4161540.283, 1009321.774 
5645780.58 

41372.11, 15310104.26 
41372.1 1, 15310104 26 

0/0 

30 

5882698.71,3065708.47 
4015044.251,733043.435 
5828145.50 

7500.00,13409711.46 

52637.82, 12118690.88 

1/0 

0.6821 

29 

2764189 11,549846.06 
3769651.314,700006.675 
100000.00 

7500.00, 13766033.29 

100000 00,9087071 06 

1/14 

35 

810295901,6300562 94 
4235723.858, 715968.008 
8156468.27 

195170.00,17869054.85 

763452 42, 169.57080.35 

0/0 

<■0001 

Week fv 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

14 

5753540.94, 3527517.98 
4909109.398,1312014.674 
5172836.64 

506759.43,15838470.03 
506759.43, 15838470.03 

0/0 

30 

6664594.20,3940417.12 
4307566.587,786450.463 
7387726,31 

39806.96, 13841653.46 
49387.99,13271931.02 

0/0 

0.4727 

28 

2732031.12,524623.46 

3546094.683.670148.904 

250338.69 

7500.00, 10609674.23 
7500.00, 10286433.44 

2/12 

35 

7490984.97, 5967164 07 
3428088.702,579452.750 
8099045.75 

79292.12, 16348115.24 
984337.01. (1752904.36 

0/0 

<0001 

Overall" 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MIN, MAX 

5%, 95% 

18 

5799970.77,4438775.34 

4117793.672,970573.276 

5590070.97 

67732B.28,16988996.62 
677328.28,16988996.62 

30 

5743408.55,4946315.04 

2785189.825,508503.765 

5573383.75 

1250444.51, 10095157.32 
1405716.91,9778182.78 

0.6471 

32 

2897490.82.811258.37 
3174884.807, 561245.644 
2847810.05 
38379.95,11534962.73 
69166.67,10530230.80 

35 

7812346.90,6970022.10 

3218279.899,543988.590 

7059342.90 

710251.93,14544993.17 
2893329.99,14337984.28 

<0001 


’ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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table 14.2.2-3 

Statistical Comparison Between Smokers and Non-Smokeis by Gender of Exhalate Biomarkcre of Exposure by Timepoim and Overall 

(Page 6 of 8) 


Riomarker: Acetonitrile ((ng/mLVcisarette per day) Analytical Lab: Madison 




Male 



Female 


Timepoim 

Statistic 

SmOkfctS 

Non-Smokers 

P-vahie 1 

Smokers 

Non-Smokers 

P-value* 

Week! 

N 

MEAN, GEO MEAN 
St), SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

264498.41,160224.97 
207060.351,48804.593 
199522.37 

7016.90.738652.03 

7016.90, 738657.03 

0/0 


NA 

32 

321857.83, 34801.41 
921977.527.162984.140 
25000.00 

381.99,5225048.61 

441,18,819661.58 

3/12 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

727142.10, 385975.96 
874296.238,212047.985 
474386.6? 

6895.35.3639846.15 

6895.35.3639846.15 

0/0 


NA 

29 

203037.18, 39778.17 
348892.197. 64787 654 
25000.00 

500.00, 1720829.16 
4761,90,595883.42 

1/14 


NA 

Week 6 

N 

MEAN. GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

14 

794860.55, 274933.00 
1457401.900. 389507.042 
244793.85 

33783.96, 5279490.01 
33783.96, 5279490.01 

0,0 


NA 

28 

224672.24, 38506 79 
363615.941,68716.954 
34043,74 

375.00,1588897.93 

2500.00, 857202.79 

2/12 


NA 

Overall* 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

580476.83,380847.28 
686632,3)4, 161840.789 
366434.34 

42251.86. 3054999.42 

42251.86, 3054999.42 


NA 

32 

260846.18,63238.54 

389291.964,68817.747 

157655.55 

1919.00,1941144.01 

4068.63, 852101.27 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from WiJcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-3 


Biomarker Carbon monoxide (ppm) 

Statistical Comparison Detween Smokers and Non-Smokers by Gender of Ex ha late Biomarkcrs of Exposure by Timcpoint and Overall 

(Page 7 of 8) 

Analytical Lab: CRF 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

25,9,22.4 

5.9, 5.8 


26.5,22,6 

5.5,5.3 



SD.SE 

15.45, 3.64 

1.34,0.24 


14.82. 2.62 

1.35, 0.23 



MEDIAN 

23.5 

6.0 


25.0 

5.2 



MIN. MAX 

8.6, 71.4 

3.6, 9.1 


7.8.66.5 

3.7,9.6 



5%. 95% 

8.6,71.4 

3.7.8.0 


8.4,54.7 

4.0,8.1 



K of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/U 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN. GEO MEAN 

23.0,19.6 

5.9,52 


25.3,20.7 

4.5.4.3 



SD, SE 

11 96, 2 *2 

1.64,0.30 


17,42.3.13 

1.27.0.22 



MEDIAN 

21.5 

5.9 


21.2 

4.3 



MIN. MAX 

4.5. 44.1 

0.1, 9.6 


6.5, 88.9 

2.1, 8.6 



5%, 95% 

4.5, 44.1 

4.0, 8.5 


6.7, 55.6 

2.2, 6.8 



# of BLQ/ALQ values 

0/0 

evo 


0/0 

0/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

26 3,21 5 

6.1,6.0 


26.3.22,8 

4.5.4.2 



SD, SE 

16.80, 4.07 

1.56,0.28 


13.29,2.47 

1.33,0.23 



MEDIAN 

23.1 

6.0 


24.7 

4.4 



MIN, MAX 

5.3,62.2 

3.4,10.6 


5.3,60.7 

0.3, 7.4 



5%, 95% 

5.3,62.2 

4.0,9.4 


7.2,45.1 

3.0,6.9 



#f of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 6 

N 

14 

30 

<.000! 

28 

35 

<.0001 


MEAN, GEO MEAN 

28.8,23.6 

7.4, 7.0 


29.4,25.8 

5.2,4.6 



SD, SE 

17 34,4.63 

2.44, 0.45 


13.38,2.53 

1.99, 0,34 



MEDIAN 

25.6 

6.9 


27.9 

5.0 



MIN, MAX 

5.0,70.5 

4.5, 13.8 


4.0,54.0 

0.4, 9.8 



5%, 95% 

5.0, 70,5 

4.8, 13.3 


10.1,51 1 

1.0, 9.0 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall’ 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

25.3,21.7 

6.3,62 


26.6,22.9 

4.9.4.9 



SD, SE 

14.20,3.35 

1 . 09 , 0.20 


14.37,2.54 

0.81,0.14 



MEDIAN 

23.0 

6.3 


22.0 

5.0 



MIN, MAX 

5.9, 60.3 

4.4, 8.6 


8.2,66.0 

3.1, 6.6 



5%, 95% 

5.9, 60.3 

5.0, 8.0 


9.5.49.2 

3.4. 6.3 



* P-value from Wilcoxon rank-sum test 

' Overall values calculated by firslaveraging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., '<] 234’ will be used as ’1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-3 

Statistical Comparison Between Smokers and Non-Sinokers by Gender of Exlialate BigmarkeiS of Exposure by Time point and Overall 

(Page 8 of 8} 


Bicmarker: Carbon monoxide 1 (DomVciearctte oer day) Analytical lab: CRF 

Timeooint 


Male 



Female 


Statistic 

Smokers Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week t 

N 

18 

NA 

32 


NA 


MEAN, CEO MEAN 

2.5,1.8 


2.1.1.7 




SD, SE 

3.09,0.73 


1.67,0.29 




MEDIAN 

1.6 


1.6 




MW, MAX 

0.6,14.3 


05,9.1 




5%. 95% 

0.6.14.3 


0.7, 5.0 




# of BLQ/ALQ Values 

0/0 


0/0 



Week 2 

N 

18 

NA 

31 


NA 


MEAN, GEO MEAN 

2.6.1.6 


2.1. 1.7 




SD, SE 

4.90.1.16 


1.50,0 27 




MEDIAN 

1.5 


1.6 




Mm, MAX 

0.5,22.1 


0.5,8,1 




5%, 95% 

0.5,22.1 


08,4.9 




tf of BLQ/ALQ Values 

0/0 


0/0 



Week 3 

N 

17 

NA 

29 


NA 


MEAN, GEO MEAN 

2.6,2.0 


18,1.7 




SD, SE 

2.39,0.58 


0.99, 0.18 




MEDIAN 

1.9 


1.6 




MIN, MAX 

0.6, 11.0 


08,5.5 




5%, 95% 

0.6,11 0 


08,38 




n of BLQ/ALQ Values 

0/0 


0/0 



Week 6 

N 

14 

NA 

28 


NA 


MEAN. GEO MEAN 

4.0,19 


2.2, 1.9 




SD, SE 

9.03,2.41 


1.60,0.30 




MEDIAN 

1.7 


1.8 




MIN, MAX 

0.6,35.3 


0.7. 7.3 




5%, 95% 

0.6,35.3 


1.1,68 




# of BLQ/ALQ Values 

0/0 


0/0 



Overall* 

N 

18 

NA 

32 


NA 


MEAN. GEO MEAN 

2,8. 1.8 


2.1.18 




SD, SE 

4.52,1.07 


1.14,0.20 




MEDIAN 

1.8 


1.8 




Mm, MAX 

0.6,20.7 


0.8,5.3 




5%, 95% 

0.6,20.7 


08,5.1 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., VI.234' will be used as '1.234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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